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AMENDMENTS TO THE CLAIMS 



This listing of claims will replace all prior versions, and listings of claims in the 

application: 

Claims 1-8 (canceled). 

Claim 9 (new): An isolated antibody or fragment thereof that binds to mature human 
TNFa, 

wherein the antibody is characterized in that when the antibody binds 
TNF-a the induction of endothelial procoagulant activity of TNF-a is 
inhibited, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser4-Ser5-Arg 6 -Thr 7 -Pro8- 
Ser9-Aspio-Lysii-Proi2-Vali3-Alai4-Hisi5-Vali6-Val| 7 -Alai8) 3 58-65 
(Ile58-Tyr59-Ser6o-Gln6i-Val 6 2-Leu63-Phe64-Lys65), 1 15-125 (Tyrn 5 - 
Glui 1 6-Proii7-Ile n8 -Tyri 1 9-Leui2o-Glyi2i-Glyi22-Val 1 23-Phei24-Gln 1 25) 
and 138-149 (Argi38-Proi39-Aspi40-Tyri4)-Leui42-Aspi43-Phei 4 4-Alai45- 
Glui46-Seri4 7 -Glyi48-Glni49), or the topographic region of residues 1-18 
(Val i - Arg 2 -Ser3-Ser 4 -Ser 5 - Arg 6 -Thr 7 -Pro 8 -Ser9- Aspi o-Lys 1 1 -Pro 1 2 - 
Val, 3 -Alai4-His 1 5-Vali6-Val I7 -Alai8)and 108-128 (Gly 10 8-Ala, 0 9- 
Glui io-Alai i i-Lysi i 2 -Proi i 3 -Trp, i 4 -Tyrj i 5 -Glui i 6 -Proi i 7 -Ilei is-Tyn ]9 - 
Leui20-Glyi2rGlyi22-Val 12 3-Phei24-Gln]25.Leui26-Glui27-Lysi28) 5 or the 
topographic region of residues 56-79 (Tyr 5 6-Leu5 7 -Ile58-Tyr59-Ser6o- 
Gln 61 -Val62-Leu63-Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69-Pro70-Ser 7 i- 
Thr72-His73-Val74-Leu75-Leu76-Thr77-His7 8 -Thr79) 5 1 10-127 (Gluno- 
Alai i i-Lysi 12-Proi 13-Trpi 14-Tyri 15-Glui 16-Proi 17-Hei i 8 -Tyr] i 9 -Leui 2 o- 
Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leu 12 6-Glui27) and 135-155 
(Glui35-Ile]36-Asn 1 37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Gly 14 8-Glni49-Vali50-Tyri5i-Phei52-Glyi53-Ilei54- 
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He 155), or the topographic region of residues 1-30 (Vali-Arg 2 -Ser 3 - 
Ser 4 -Ser 5 - Arg 6 -Thr 7 -Pro 8 -Ser9- Asp 1 0 -Lys 1 1 -Pro 1 2 - Val 1 3- Alaj 4 -His j 5- 
Val 1 6- Val 1 7-Ala] 8-Asni9-Pro 2 oGln 2 i Ala22-Glu23-Gly24-Gln 2 5-Leu26" 
Gln 27 -Trp 28 -Leu 2 9-Asn 3 o) 5 1 17-128 (Proj 17-Ilei i8-Tyrj i9-Leui2o-Glyi 2 i- 
Glyi 22 -Val| 23 -Phei 2 4-Glni 25 .Leui 2 6-Glui 2 7-LyS| 2 8)and 141-153 (Tyrni- 
Leui42-Aspi43-Phei44-Alai45-Glui46"Seri47-Glyi48-Gln]49-Vali50-Tyr 15 i- 
Phei52-Glyi5 3 ) ? or the topographic region of residues 22-40 (Ala 22 - 
Glu 23 -Gly 2 4-Gln25-Leu26-Gln 2 7-Trp 2 8-Leu 2 9- Asn 30 - Arg 3 1 - Arg 32 -Ala 33 - . 
Asn 34 -Ala 3 5-Leu 3 6-Leu 3 7-Ala 3 8-Asn 3 9-Gly4o), 49-97 (Val49-Val5o-Pro5i- 
Ser5 2 -Glu5 3 -Gly54-Leu55-Tyr56-Leu57-Ile58-Tyr59-Ser 6 o-Gln6i-Val 62 - 
Leu6 3 -Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69-PrO70"Ser7i-Thr 72 -His7 3 - 
Val74-Leu75-Leu76-Thr77-His78-Thr79-Ile80-Ser8i-Arg 82 -Ile 83 -Ala84- 
Val85-Ser86-Tyr 8 7-Gln88-Thr 8 9-Lys90-Val9i-Asn92-Leu9 3 -Leu94-Ser95- 
Ala 9 6-He97X 110-127 (Gluiio-Alaiii-Lysn2-Proii3-Trpii 4 -Tyrii5-Gluii6- 
Proi 17-Ilei 18-Tyri i9-Leui2o-Glyi2]-Glyi22-Vali2 3 -Phei24-Glni 25 .Leui26- 
Glui27)and 136-153 (Ilei36-Asni3 7 -Argi38-Proi39-Aspi40-Tyri4i-Leui42- 
Aspi4 3 -Phei44-Alai45-Glu]46-Ser]47-Glyi48-Glni49-Val]50-Tyr]5i-Phei 52 - 
Gly 153X or the topographic region of residues 1-20 (Vali-Arg 2 -Ser 3 - 
Ser4-Ser 5 -Arg6-Thr7-Pro 8 -Ser9-Aspio-Lysii-Proi2-Vali 3 -Alai4-Hisi5- 
Vali6-Vali 7 -Alai8-Asni9-Pro2o) and 76-90 (Leu 7 6-Thr7 7 -His 7 8-Thr 7 9- 
Ilego-Sers 1 -Arg8 2 -Ile 83 -Ala 8 4- Val85-Ser86-Tyr8 7 -Gln88-Thr 8 9-Lys 9 o), or 
the topographic region of residues 22-40 (Ala 22 -Glu 23 -Gly 2 4-Gln 2 5- 
Leu 2 6-Gln 2 7-Trp 2 8-Leu 2 9-Asn 3 o-Arg 3 i-Arg 32 -Ala 33 -Asn 34 -Ala 3 5-Leu 3 6- 
Leu 3 7-Ala 38 -Asn 3 9-Gly 4 o) 5 69-97 (Cys69-Pro 7 o-Ser 7 i-Thr7 2 -His7 3 -Val74- 
Leu75-Leu76-Thr77-His78-Thr79-lle8o-Ser 8 i-Arg82-Ile83-Ala84-Val85- 
Ser86-Tyr87-Gln8 8 -Thr89-Lys90-Val9i-Asn92-Leu9 3 -Leu94-Ser95-Ala96- 
Ile 9 7), 105-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Glu]io-Alain- 
Lysi 12-Proi i 3 -Trpi 14-Tyri 15-Glui | 6 -Proi 17-Ilei lg-Tyri i9-Leui 2 o-Glyi 2r 
Glyi22-Vali 23 -Phe]24-Gln]25-Leui 2 6-Glui27-Lysi2 8 ) and 135-155 
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(Glui35-Ilei36-Asni37-Arg] 3 8-Proi3^ 
Alai45-Glui46-Seri47-Glyi^^ 

Ileiss) is prevented from binding to mature human TNF-a receptor. 

Claim 10 (new): An antibody or fragment thereof according to claim 9, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg 2 -Ser3-Ser 4 -Ser5-Arg6-Thr 7 -Pro8- 
Ser9-Aspio-Lysu-Proi2-Vali3-Alai4-Hisi5-Vali6-Vali7-Alai8) 5 58-65 
(Ile58-Tyr59-Ser6o-Gln 6 |-Val62-Leu63-Phe64-Lys65) ? 1 15-125 (Tyrj 15- 
Gluii6-Proii7-Ilen8-Tyrii 9 -Leui2o-Glyi2i-Glyi22-Val]23-Phei24-Glni25) 
and 138-149 ( Arg 1 38-Pro 1 39- Asp 1 40-Tyr 1 4 1 -Leu 1 42- Asp 1 43-Phe 1 44- Alai 45- 
Glui46-Seri47-Glyi48-Glni49) 5 or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser4-Ser5-Arg6-Thr7-Pro8-Ser9-Aspio-Lysn-Proi 2 - 
Vali3-Ala M -His 1 5-Vali 6 -Val 1 7-Alai8) and 108-128 (Glyio 8 -Ala 10 9- 
Glui 10-Alai 1 i-Lysi 12-Proi 13-Trpi ] 4 -Tyri 15-Glui i 6 -Proi i 7 -Ile } is-Tyn ] 9 - 
Leui 2 o-Glyi2i-Gly]22-Vali23-Phei24-Glni25-Leui26-Glui 2 7-LyS]28) 5 or the 
topographic region of residues 56-79 (Tyr56-Leu57-Ile58-Tyr59-Ser6o- 
Gln 6 1 - Val 6 2-Leu63-Phe 6 4-Ly S 6 5-Gly66-Gln67-Gly68-Cys69-Pro7o-Ser 7 1 - 
Thr 72 -His73-Val74-Leu75-Leu76-Thr77-His78-Thr79), 1 10-127 (Gluno- 
Alai 1 i-Lysi 12-Proi 13-Trpi i 4 -Tyr n5 -Glui 16 -Proi iv-Ilej is-Tyrj i 9 -Leui 2 o- 
Glyi2i-Gly]22-Vali23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui3 5 -Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri 4 |-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Gln 14 9-Vali50-Tyri5i-Phei52-Glyi53-Ilei54- 
Hei55)> or the topographic region of residues 1-20 (Val|-Arg 2 -Ser3- 
Ser 4 -Ser 5 -Arg6-Thr7-Pr08-Ser9- Asp 1 0 -Ly s 1 1 -Pro 1 2 -Val 1 3- Ala 1 4 -His ] 5- 
Vali6-Vali7-Alai 8 -Asni9-Pro 2 o) and 76-90 (Leu76~Thr 7 7-His78-Thr 7 9- 
He8o-Ser8rArg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln88-Thr89-Lys 9 o) 5 or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly 2 4-Gln 2 5- 
Leu26-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn 3 4-Ala35-Leu36- 
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Leu37-Ala38-Asn 3 9-Gly 4 o), 69-97 (Cys69-Pro 7 o-Ser7i-Thr72-His73-Val 7 4- 
Leu75-Leu76-Thr77-His78-Thr79-Ile80-Ser 8 i-Arg82-ne83-Ala84-Val85- 
Ser86-Tyr87-Gln88-Thr 8 9-Lys90-Val9i-Asn92-Leu93-Leu94-Ser9 5 -Ala96- 
Ile 9 7) 5 105-128 (Thr i os-Pro 1 06-Gluj 07-Gly 1 0 8- Alai 09-Glu 1 10- Alaj 1 1 - 
Lys n2 -Proi 13-Trpi n-Tyrns-GlU] 16 -Proii7-Ile U8 -Tyri i9-Leui 2 o-Glyi 2 r 
Glyi22-Val]23-Phei24-Glni25-Leu 12 6-Glui27-Lysi28) and 135-155 
(Glu 13 5-nei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Gln 14 9-Vali50-Tyri 5 i-Phei52-Glyi53-nei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor and 

wherein the antibody inhibits cytotoxicity. 

Claim 1 1 (new): An antibody or fragment thereof according to claim 9, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Val|-Arg2-Ser 3 -Ser4-Ser 5 -Arg 6 -thr7-Pro8- 
Ser9-Aspio-Lysii-PrO]2-Vali3-Alai4-Hisi5-Val] 6 -Vali7-Alai8) 5 58-65 
(Ile58-Tyr 5 9-Ser 6 o-Gln6]-Val62-Leu63-Phe64-Lys65), 1 15-125 (Tyrns- 
Gluii6-Proi 1 7-Ilen8-Tyrn9-Leu 12 o-Glyi2i-Glyi22-Vali23-Phei24-Glni25) 
and 138-149 (Argi38-Proi39-Aspi4o-Tyri4i-Leui4 2 -Aspi43-Phei44-Alai 4 5- 
Glui46-Seri47-Glyi48-Glni49), or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser 4 -Ser5-Arg6-Thr 7 -Pro8-Ser9-Aspio-Lysii-Proi2- 
Valn-AlaH-Hisis-Valie-Valn-Alais) and 108-128 (Glyi 0 8-Alaio9- 
Gluj 10-Alai i i-Lysj 12-Proi 13-Trpi 14-Tyn 1 5 -Glui i 6 -Proi n-Hens-Tyri 19- 
Leui2o-Glyi2i-Glyi22-Vali23-Phe 12 4-Glni25-Leui26-Glui27-Lysi28) 5 or the 
topographic region of residues 56-79 (Tyr 5 6-Leu57-Ile58-Tyr59-Ser 6 o- 
Gln6]-Val62-Leu63-Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69-Pro70-Ser7i- 
Thr72-His73-Val74-Leu75-Leu 7 6-Thr 7 7-His78-Thr79) 5 110-127 (Glu no - 
Alai 1 i-Lysi 12-Proi ] 3 -Trp] n-Tyr] 15-Glui i 6 -Proi ]7 -Ilei js-Tyn | 9 -Leui 20 - 
Glyi2i-Glyi22-Val]23-Phei24-Glni25-Leui26-Glui 27 ) and 135-155 
(Glui35-Ilei36-Asn,37-Argi38-Proi39-Aspi4o-Tyri4i-Leui 42 -Aspi43-Phei44- 
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Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei 5 2-Glyi53-Ilei54- 
Ileiss), or the topographic region of residues 1-20 (Vali-Arg2-Ser3- 
Ser 4 -Ser 5 -Arg6-Thr7-Pro8-Ser9-Asp i o-Lys j i -Pro 1 2 -Val ] 3 - Alai4-His 1 5 - 
Vali6-Vali7-Alai8-Asni9-Pro 2 o) and 76-90 (Leu 7 6-Thr77-His78-Thr 7 9- 
He80-Ser8i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr 8 7-Gln88-Thr89-Lys9o) ) or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu 2 6-Gln27-Trp28-Leu29-Asn3o-Arg3i-Arg32-Ala 3 3-Asn34-Ala35-Leu36- 
Leu37-Ala 3 8-Asn39-Gly4o) ? 69-97 (Cys69-Pro70-Ser 7 i-Thr 7 2-His73-Val 7 4- 
Leu75-Leu76-Thr 77 -His78-Thr79-Ile80-Ser 8 i-Arg 8 2-Ile83-Ala84-Val85- 
Ser86-Tyr 87 -Gln 8 8-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 9 7), 105-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Gluno-Ala n i- 
Lysii2-Proii3-Trpii4-Tyr 1 i5-Gluii6-Pro 1 i 7 -Ilei, 8 -Tyni9-Leui2o-Glyi2i- 
Glyi22-Vali23-Phei24-Glni25-Leu]26-Glui27-Lysi28) and 135-155 
(Glu]35-Ilei36-Asni3 7 -Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri4 7 -Glyi48-Glni49-Vali50-Tyri5i-Phei52-Glyi53-Ilei54- 
Ilejss) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits tumor regression. 

Claim 12 (new): An antibody or fragment thereof according to claim 9, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of wherein the antibody binds to TNF-a such that 
the epitope defined by the topographic region of residues 1-30 (Vali- 
Arg 2 -Ser 3 -Ser4-Ser 5 - Arg6-Thr 7 -Pro8-Ser 9 - Asp i o-Lys 1 1 -Pro 1 2 - Val 1 3- 
Alai4-Hi s 1 5- Val 1 6- Val 1 7- Alai 8 - Asn j 9-Pro 2 oGln 2 1 Ala 2 2-Glu 2 3-Gly24- 
Gln2 5 -Leu 2 6-Gln27-Trp28-Leu29-Asn3o) ? 1 17-128 (Proin-Ilens-Tyrm- 
Leui 20-Gly 1 2 1 -Gly 1 22- Val 1 23-Phe ) 24 -Gln 1 25-Leui 2 6-Glu ] 27-Lys 1 28 ) and 
141-153 (Tyri4i-Leui42-Aspi43-Phei44-Alai45-GluH6-Seri4 7 -Glyi48- 
Glni49-Vali5o-Tyri5i-Phei52-Glyi53) 5 or the topographic region of 
residues 22-40 (Ala22-Glu23-Gly24-Gln 2 5-Leu26-Gln2 7 -Trp28-Leu29- 
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Asn3o-Arg3i-Arg32-Ala33-Asn34-Ala 3 5-Leu36-Leu37-Ala38-Asn39-Gly4o), 
49-97 (Val 4 9- Val 5 o-Pro 5 \ -Ser 52 -Glu 5 3-Gly 54-Leu 5 5-Tyr5 6 -Leu57-Ile 5 8- 
Tyr 5 9-Ser60-Gln6i-Val62-Leu63-Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69- 
Pro7o-Ser 7 i-Thr72-His73-Val74-Leu75-Leu76-Thr77-His78-Thr79-Ile 8 o- 
Ser 8 1 -Arg82-He83-Ala84-Val85-Ser86-Tyr87-Gln88*-Thr 8 9-Lys9o- Val 9 i - 
Asn9 2 -Leu93-Leu94-Ser 9 5-Ala96-Ile97) 5 1 10-127 (Gluno-Alain-Lysiu- 
Proi i3-Trpi i4-Tyn i5-Glu U 6-Proi n-Ilei is-Tyrj i9-Leu 12 o-Glyi 2 i-Glyi22- 
Vali23-Phei24-Glni25-Leui26-Glui27)and 136-153 (Ilei 36 -Asn 1 37-Argi38- 
Proi39-Aspi40-Tyri 4r Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5i-Phei5 2 -Glyi53) is prevented from binding to 
mature human TNF-a receptor and 

wherein the antibody has no effect on cytotoxicity. 

Claim 13 (new): An antibody or fragment thereof according to any one of claims 9-12, 
wherein the antibody is a monoclonal antibody. 

Claim 14 (new): An antibody or fragment thereof according to claim 9, wherein the 
antibody is selected from the group consisting of MAb 1, as produced by 
hybridoma cell line ECACC Accession No. 89080301, MAb 21, as produced 
by hybridoma cell line ECACC Accession No. 90012432, MAb 32, as 
produced by hybridoma cell line ECACC Accession No. 89080302, MAb 42, 
as produced by hybridoma cell line ECACC Accession No. 89080304, MAb 
47, as produced by hybridoma cell line ECACC Accession No. 89121402, 
MAb 53, as produced by hybridoma cell line ECACC Accession No. 
90012433, and MAb 54, as produced by hybridoma cell line ECACC 
Accession No. 89083103. 

Claim 15 (new): An antibody or fragment thereof according to any one of claims 9-12, 
wherein the antibody is a humanized antibody. 
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Claim 16 (new): An antibody or fragment thereof according to any one of claims 9-12, 
wherein the antibody is a chimeric antibody. 

Claim 17 (new): An antibody or fragment thereof according to any one of claims 9-12, 
wherein the antibody is a human antibody. 

Claim 18 (new): A composition comprising an isolated antibody or fragment thereof that 
binds to mature human TNF-a, 

wherein the antibody is characterized in that when the antibody binds to 
TNF-a the induction of endothelial procoagulant activity is inhibited, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser 4 -Ser5-Arg6-Thr 7 -Pro8- 
Ser9-Aspio-LysirProi2-Vali3-AlaH-Hisi5-Vali6-Vali7-Alai8), 58-65 
(Ile58-Tyr59-Ser60-Gln6i-Val62-Leu63-Phe 6 4"Lys65) 5 1 15-125 (tyrn 5 - 
Glu n 6-Proi]7-Ileii8-Tyrii9-Leui2o-Glyi2i-Glyi22-Vali 23 -Phei24-Glni25) 
and 138-149 (Argi38-Proi39-Aspi40-Tyri 4 i-Leui42-Aspi43-Phei44-Alai45- 
Glui46-Ser]47-Glyi48-Glni 4 9), or the topographic region of residues 1-18 
(Val i - Arg2-Ser3-Ser4-Ser5- Arg6-Thr7-Pros-Ser9- Asp i o-Ly s 1 1 -Pro 1 2- 
Val 13 -Alai4-His, 5 -Val 16 -Val 17 -Ala,8) and 108-128 (Glyios-Alaiw- 
Glui 10-Alai 1 i-Lys, 12-Proi i3-Trp n4 -Tyri 15-Glui i 6 -Proi 17-Ilei , 8 -Tyn 19- 
Leui20-Glyi2i-Glyi22-Vali2 3 -Phei24-Glni25-Leui26-Glui27-Lysi28) ? or the 
topographic region of residues 56-79 (Tyr56-Leu57-Ile 5 8-Tyr 5 9-Ser6o- 
Gln 6 1 - Val62-Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 7 1 - 
Thr72-His73-Val74-Leu75-Leu76-Thr77-His 7 8-Thr 7 9), 1 10-127 (Gluj io- 
Alai ] i-Lysi 12-Proi 13-Trpi u-Tyn 15-Glui i 6 -Proi 17-Ilei is-Tyn i 9 -Leui 2 o- 
Glyi2i-Glyi22-Vali23-Phe] 2 4-Glni25-Leui26-Glu]27) and 135-155 
(Glu,35-Ilei36-Asn 1 37-Argi3 8 -PrO]39-Aspi40-Tyr I 4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Val| 50 -Tyri5i-Phei52-Glyi53-Ilei54- 
Ilei 55 ) 5 or the topographic region of residues 1-30 (Vali-Arg 2 -Ser 3 - 
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Ser 4 -Ser 5 - Arg6-Thr 7 -Pr08-Ser 9 - Asp i o-Ly s 1 1 -Pro 1 2-Val 1 3- Alai 4 -His 15- 
Val 1 6- Val 1 7-Alai 8 - Asn 1 9 -Pro 2 oGln 2 1 Ala22-Glu23-Gly24-Gln 2 5-Leu 2 6- 
Gln 2 7-Trp 28 -Leu 2 9-Asn 3 o) 3 1 17-128 (Proii7-Ileii8-Tyrii9-Leui 2 o-Glyi2i- 
Glyi 22 -Vali 2 3-Phei 2 4-Glni 25 .Leui 2 6-Glui 27 -Lysi 2 8)and 141-153 (Tyrni- 
Leui4 2 -Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri 5 i- 
Phei 52 -Glyi53) 3 or the topographic region of residues 22-40 (Ala 2 2- 
Glu23-Gly 2 4-Gln 2 5-Leu 2 6-Gln 2 7-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33- 
Asn 3 4-Ala 3 5-Leu36-Leu37-Ala38-Asn39-Gly4o) 5 49-97 (Val4 9 -Val5o-Pro5i- 
Ser5 2 -Glu53-Gly54-Leu55-Tyr 5 6-Leu5 7 -Ile58-Tyr59-Ser 6 o-Gln6i-Val6 2 - 
Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro 7 o-Ser7i-Thr 7 2-His73- 
Val 7 4-Leu75-Leu76-Thr7 7 -His78-Thr79-Ile80-Ser 8 i-Arg8 2 -Ile83-Ala84- 
Val85-Ser86-Tyr8 7 -Gln88-Thr89-Lys90-Val9i-Asn 92 -Leu93-Leu94-Ser95- 
Ala 9 6-Ile 9 7) 5 1 10-127 (Glui 10-Alai 1 i-Lysj i 2 -Proi 13-Trpi 14 -Tyri 15 -Glui i 6 - 
Proii 7 -Ileii8-Tyrii9-Leu 12 o-Glyi2i-Gly]22-Vali23-Phei 2 4-Glni 2 5-Leui 2 6- 
Glui27)and 136-153 (Ilei36-Asn]37-Argi38-Proi39-Aspi 4 o-Tyri4i-Leui42- 
Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei52- 
Glyi5 3 ), or the topographic region of residues 1-20 (Val)-Arg 2 -Ser3- 
Ser4-Sers- Arg6-Thr 7 -Pros-Ser9- Asp 1 o-Ly s \ \ -Pro 1 2-Val 1 3- Alaj 4-His 1 5- 
Vali6-Vali7-Alai8-Asni 9 -Pro2o) and 76-90 (Leu 7 6-Thr 7 7-His78~Thr79- 
Ile8o-Ser 8 i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln88-Thr89-Lys9o) ? or 
the topographic region of residues 22-40 (Ala2 2 -Glu 2 3-Gly 2 4-Gln 2 5- 
Leu 2 6-Gln 27 -Trp 2 8-Leu 29 -Asn30-Arg3i-Arg 32 -Ala33-Asn34-Ala35-Leu36- 
Leu37-Ala 38 -Asn39-Gly4o) ? 69-97 (Cys69-Pro70-Ser 7 rThr 72 -His73-Val74- 
Leu75-Leu76-Thr77-His78-Thr 7 9-Ile8o-Ser8i-Arg8 2 -Ile83-Ala84-Val85- 
Ser86-Tyr87-Gln 8 8-Thr 8 9-Lys90-Val9i-Asn 92 -Leu93-Leu94-Ser 9 5-Ala96- 
Ile 97 ), 105-128 (Thr I o5-Proio6-Glu,o7-Glyio8-Ala,o9-Glu 1!0 -Alai 1 i- 
Lysj i2 -Proi 13-Trpi H -Tyri i 5 -Glui ]6 -Proi 17-Ilei !8 -Tyri i9-Leui 20 -Glyi 2 i- 
Glyi 22 -Val 12 3-Phei 24 -Glni 2 5-Leui 2 6-Glu] 2 7-Lysi 28 ) and 135-155 
(Glui35-Ilei36-Asni3 7 -Argi38-Proi39-Asp,40-Tyri4i-Leui42-Aspi43-Phei44- 
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Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei52-Glyi53-Ilei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor. 

Claim 19 (new): A composition according to claim 18, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser 4 -Ser5-Arg6-Thr 7 -Pr08- 
Ser 9 -Aspio-Lysii-Proi2-Vali3-Alai4-His]5-Vali6-Vali 7 -Alai8) 5 58-65 
(Ile58-Tyr59-Ser 6 o-Gln6i-Val62"Leu63-Phe64-Lys65) ? 1 15-125 (Tyr n5 - 
Glui i6-Proi n-Ilei is-Tyrj i9-Leui 2 o-Gly]2i-Glyi22-Vali23-Phei24-Gln] 2 5) 
and 138-149 (Argi 38 -Proi39-Asp]4o-Tyri4i-Leui42-Aspi43-Phe!44-Alai45- 
Glui46-Seri47-Glyi48-Glni4 9 ) ? or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser 4 -Ser5-Arg6-Thr7-Pro 8 -Ser9-Aspio-Lysii-Proi2- 
Valn-Alau-Hisis-Valie-Valn-Alaig) and 108-128 (Glyi 0 8-Alai 0 9- 
Gluiio-Ala in -Lysii2-Proii3-Trpn4-Tyrii5-Glun6-Pron7-Ileii8-Tyr n 
Leui2o-Glyi 2 rGlyi22-Vali23-Phe 12 4-Glni25-Leui26-Glui27-Lysi28) 5 or the 
topographic region of residues 56-79 (Tyr56-Leu 57 -Ile 5 8-Tyr59-Ser6o- 
Gln6i-Val62-Leu 6 3-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 7 ]- 
Thr 7 2-His73-Val74-Leu75-Leu76-Thr77-His78-Thr 7 9) ? 1 10-127 (Gluno- 
Alaj i i-Lysj i 2 -Proi i 3 -Trpi | 4 -Tyr n5 -Glui i 6 -Proi i 7 -Ilei i 8 -Tyn i 9 -Leui 2 o- 
Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leu 12 6-Glui27) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45"Glui46-Seri47-Glyi48-Glni49-Vali50-Tyr 15 i-Phei52-Glyi53-Ilei54- 
He 155), or the topographic region of residues 1-20 (Vali-Arg 2 -Ser 3 - 
Ser 4 -Ser 5 - Arg 6 -Thr 7 -Pro8-Ser 9 - Asp 1 0 -Lys 1 1 -Pro 1 2 - Val 1 3- Alaj 4 -His 1 5- 
Vali6-Vali7-Alai8-Asni9-Pro 2 o) and 76-90 (Leu76-Thr 7 7-His 7 8-Thr 7 9- 
Ile 8 o-Ser8i-Arg82-Ile83-Ala84'Val85-Ser86-Tyr87-Gln88-Thr89-Lys9o) 5 or 
the topographic region of residues 22-40 (Ala 2 2-Glu 2 3-Gly 2 4-Gln25- 
Leu 2 6-Gln27-Trp 2 8-Leu29-Asn3o-Arg3 1 -Arg32-Ala33-Asn34-Ala 3 5-Leu36- 
Leu 3 7-Ala 3 8-Asn39-Gly4o) 5 69-97 (Cys 6 9-Pro 7 o-Ser 71 -Thr 7 2-His73-Val 7 4- 
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Leu75-Leu76-Thr77-His78-Thr 7 9-Ile 8 o-Ser8i-Arg82-Ile83-Ala 8 4-Val85- 
Ser 8 6-Tyr87-Gln 88 -Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 9 7), 105-128 (Thrio5-Proio6-Glu 10 7-Glyio8-Alaio9-Gluiio-Alaiii- 
Lysi 12-Proi i 3 -Trp, M -Tyri 1 5 -Glu! i 6 -Proi n-Ilei is-Tyn i9-Leui 2 o-Glyi 2 i- 
Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) and 135-155 
(Glui35-Ilei36"Asni37-Argi38-Proi39-Asp] 4 o-Tyri4rLeui42-Aspi43-Phei44- 
Alai45-Glui46-Ser 1 47-Glyi48-Gln 14 9-Vali50-Tyri5i-Phei52-Glyi53-Ilei54" 
He 155), is prevented from binding to mature human TNF-a receptor, 
and 

wherein the antibody inhibits cytotoxicity. 

Claim 20 (new): A composition according to claim 18, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Val]-Arg2-Ser3-Ser4-Ser5-Arg6-Thr 7 -Pro 8 - 
Ser9-Aspio-Lysn-Proi 2 -Vali3-Alai4-Hisi5-Vali6-Vali7-Alai 8 ), 58-65 
(Ile58-Tyr 5 9-Ser60-Gln6i-Val62-Leu63-Phe64-Lys65) 9 1 15-125 (Tyrn 5 - 
Gluii 6 -Proii7-Ileii 8 -Tyrii9-Leui 20 -Glyi2i-Gly 1 22-Vali23-Phei24-Glni25) 
and 138-149 (Argi38-Proi3 9 -Aspi4o-Tyri4i-Leui 4 2-Aspi43-Phe]44-Alai45- 
Glui46-Seri47-Glyi48-Glni49), or the topographic region of residues 1-18 
(Val i - Arg 2 -Ser3-Ser4-Ser5-Arg6-Thr 7 -Pro8-Ser9- Asp i o-Lys 1 1 -Pro 1 2- 
Val 13 -Alai4-Hisi5-Val, 6 -Vali7-Ala, 8 ) and 108-128 (Glyio8-Alaio9- 
Gluno-Alai n-Lysi 12-Proi 13-Trpi 14-Tyri 15-Glui i 6 -Proi 17-Ilei ig-Tyri 19- 
Leui 2 o-Gly 1 2 1 -Gly 1 22- Val 1 23-Phe ] 24-Gln 1 25-Leui 2 6-Glu 1 27-Ly s 1 2s), or the 
topographic region of residues 56-79 (Tyr 5 6-Leu5 7 -Ile58-Tyr59-Ser6o- 
Gln 6 i-Val62-Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 7 i- 
. Thr 7 2-His73-Val74-Leu75-Leu76-Thr77-His78-Thr79), 1 10-127 (Gluno- 
Alai 1 j-Lysi 12-Proi 13-Trpi 14-Tyri 15-Glui i 6 -Proi 17-Ilei i 8 -Tyri i 9 -Leui 2 o- 
Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asn] 3 7-Arg]38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 



Application No.: 10/702,681 



Docket No.: 273402602309 



Alai45-Glui46-Seri47-Glyi48-Glni49-Vali5o-Tyr 15r Phei52-Glyi53-Ilei54- 
Ilei55), or the topographic region of residues 1-20 (Val|-Arg2-Ser3- 
Ser 4 -Ser5-Arg6-Thr7-Pro8-Ser9-Aspio-Lysii-PrO|2-Vali3-Alai4-Hisi5- 
Vali6-Vali7-Alai8-Asni 9 -Pro2o) and 76-90 (Leu76-Thr 7 7-His78-Thr 7 9- 
Ile 8 o-Ser 8 1 - Arg 8 2-He 8 3- Ala 8 4-Val85-Ser86-Tyr 8 7-Gln88-Thr89-Ly s 9 o), or 
the topographic region of residues 22-40 (Ala 2 2-Glu23-Gly24-Gln 2 5- 
Leu26-Gln27-Trp28-Leu29-Asn 3 o-Arg3i-Arg32-Ala33-Asn34-Ala3 5 -Leu36- 
Leu 37 - Ala38- Asn39-Gly 4 o), 69-97 (Cys69-Pro 7 o-Ser 7 1 -Thr 72 -His 7 3- Val 74 - 
Leu75-Leu76-Thr77-His78"Thr 7 9-Ile80-Ser 8 |-Arg82-Ile83-Ala84-Val85- 
Ser 8 6-Tyr87-Gln88-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser 9 5-Ala96- 
Ile 97 ), 105-128 (Thr 1 o5-Pro 1 o6-Glu 1 o7-Glyio8-Ala I o9-Gluiio-Alaiir 
Lysi 12-Proi n-Trpi i 4 -Tyr, ] 5 -Glui j 6 -Proi n-Ilej 1 8 -Tyn i9-Leui 2 o-Glyi 2 i- 
Glyi22-Vali23-Phei24-Glni25-Leui26-Glui2 7 -Lysi2 8 ) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri 5 |-Phei52-Glyi53-Ilei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits tumor regression. 

Claim 21 (new): A composition according to claim 18, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of wherein the antibody binds to TNF-a such that 
the epitope defined by the topographic region of residues 1-30 (Vali- 
Arg2-Ser 3 -Ser 4 -Ser 5 - Arg6-Thr 7 -Pro 8 -Ser9- Asp 1 0 -Ly s 1 1 -Pro 1 2 - Val 1 3 - 
- Ala 1 4-His 1 5 - Val 1 6- Val 1 7 - Alai 8 - Asn 1 9-Pro 2 oGln 2 1 Ala 2 2-Glu 2 3-Gly24- 
Gln25-Leu26-Gln27-Trp28-Leu29-Asn 3 o) 5 1 17-128 (Proii7-Ileii8-Tyr n9 - 
Leui20-Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) and 
141-153 (Tyri4i-Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5i-Phei5 2 -Glyi53), or the topographic region of 
residues 22-40 (Ala22-Glu23-Gly24-Gln 2 5-Leu 2 6-Gln27-Trp28-Leu29- 
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Asn3o-Arg3 1 -Arg32-Ala33-Asn34-Ala35-Leu36-Leu37-Ala38-Asn 3 9-Gly4o) 5 
49-97 (Val49-Val5o-Pro5i-Ser 5 2-Glu53-Gly54-Leu55-Tyr56-Leu57-ne58- 
Tyr 5 9-Ser60-Gln6i-Val62-Leu63-Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69- 
Pro7o-Ser7i-Thr72-His73-Val74-Leu75-Leu76-Thr 7 7-His78-Thr79-Ile8o- 
Ser8i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln88-Thr 8 9-Lys90-Val9i- 
Asn92-Leu93-Leu94-Ser95-Ala96-Ile97) 5 1 10-127 (Gluno-Alain-Lysn2- 
Proi n-Trp! M -Tyri ^-Gluj^-Pro! ]7-Hei i8-Tyn u-Leu^o-Glym-Glym- 
Val 1 23-Phe 1 24-Glni 25-Leu j 2 6-Ghii 27) and 1 3 6- 1 5 3 (He 1 36 - Asn 1 37- Arg 1 38 - 

Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5i-Phei52-Glyi53) is prevented from binding to 
mature human TNF-a receptor and 

wherein the antibody has no effect on cytotoxicity. 

Claim 22 (new): A composition according to any one of claims 18-21, wherein the 
antibody is a monoclonal antibody. 

Claim 23 (new): A composition according to claim 18, wherein the antibody is selected 
from the group consisting of MAb 1, as produced by hybridoma cell line 
ECACC Accession No. 89080301, MAb 21, as produced by hybridoma cell 
line ECACC Accession No. 90012432, MAb 32, as produced by hybridoma 
cell line ECACC Accession No. 89080302, MAb 42, as produced by 
hybridoma cell line ECACC Accession No. 89080304, MAb 47, as produced 
by hybridoma cell line ECACC Accession No. 89121402, MAb 53, as 
produced by hybridoma cell line ECACC Accession No. 90012433, and MAb 
54, as produced by hybridoma cell line ECACC Accession No. 89083103. 

Claim 24 (new): A composition according to any one of claims 18-21, wherein the 
antibody is a humanized antibody. 

Claim 25 (new): A composition according to any one of claims 18-21, wherein the 
antibody is a chimeric antibody. 
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Claim 26 (new): A composition according to any one of claims 18-21, wherein the 
antibody is a human antibody. 

Claim 27 (new): An isolated single chain antibody that binds to mature human TNF-a 5 

wherein the antibody is characterized in that when the antibody binds to 
TNF-a the induction of endothelial procoagulant activity is inhibited, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Val|-Arg2-Ser3-Ser4-Ser5-Arg6-Thr7-Prog- 
Ser 9 - Asp 1 0 -Ly s i \ -Pro 1 2 - Val 1 3 - Ala 1 4 -His 1 5 - Val 1 6 - Val \ 7 - Ala 1 8 ), 5 8-65 
(Ile58-Tyr59-Ser60-Gln 6 rVal62-Leu63-Phe64-Lys65) 5 1 15-125 (Tyrn 5 - 
Glu n6 -Proii7-Ileii8-Tyr^ 

and 138-149 (Argi38-Proi 3 9-Aspi4o-Tyri4i-Leui42-Aspi43-Phei44-Alai 4 5- 
Glui46-Seri4 7 -Glyi48-Glni49) 5 or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser4-Ser5-Arg6-Thr 7 -Pro8-Ser9-Aspio-Lysn-Proi2- 
Vali 3 -Alai4-Hisi5-Val 16 -Vali7-Alai8) and 108-128 (Glyi 0 8-Alai 0 9- 
Glui io- Ala, i i-LyS] i 2 -Proi i 3 -Trpi I4 -Tyri i5 -Glui i 6 -Pro j n-Ilei is-Tyr, i 9 - 
Leui20-Glyi2i-Glyi22-Vali23-Phei24-Gln,25-Leu 1 26-Glui27-Lysi28X or the 
topographic region of residues 56-79 (Tyr56-Leu 57 -Ile58-Tyr59-Ser6o- 
Gln 6 i-Val62-Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 7 i- 
Thr72-His73-Val74-Leu75-Leu76-Thr77-His7 8 -Thr79), 1 1 0-127 (Glu, io- 
Alai i i-Lysi i 2 -Proi 13-Trpi 14-Tyn 15-Glui i 6 -Proi i 7 -Ile n8 -Tyri i 9 -Leui 2 o- 
Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asn 13 7-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyr, 5 i-Phei52-Glyi53-Ilei54- 
Ilei5 5 ), or the topographic region of residues 1-30 (Vali-Arg 2 -Ser 3 - 
Ser 4 -Ser 5 - Arg6-Thr 7 -Pro8-Ser 9 - Asp j o-Lys 1 1 -Pro 1 2- Val 1 3- Ala, 4 -His 1 5- 
Val 1 6- Val 1 7- Alaj 8- Asn 1 9-Pro2oGln2 1 Ala22-Glu23-Gly24-Gln25-Leu26- 
Gln 2 7-Trp28-Leu 2 9-Asn3o) 5 1 17-128 (Pron7-Ileii8-Tyrn9-Leui2o-Glyi2i- 
Glyi22-Vali23-Phei24-Gln]25-Leui26-Glui27-Lysi28)and 141-153 (Tyrni- 
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Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48-Glni49-Val|50-Tyri 5 |- 
Phei52-Glyi5 3 ), or the topographic region of residues 22-40 (Ala 2 2- 
Glu23-Gly24-Gln 2 5-Leu26-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33- 
Asn 3 4-Ala 3 5-Leu36-Leu37-Ala38-Asn39-Gly4o) 5 49-97 (Val 4 9-Val 50 -Pro5i- 
Ser5 2 -Glu53-Gly54-Leu55-Tyr56-Leu57-Ile58-Tyr59-Ser 6 o-Gln 6 ,-Val 6 2- 
Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro7o-Ser7i-Thr 72 -His73- 
Val74-Leu75-Leu76-Thr77-His78-Thr79-Ile 8 o-Ser8i-Arg82-Ile83-Ala84- 
Val85-Ser86-Tyr87-Glng8-Thr89-Lys90-Val9i-Asn9 2 -Leu93-Leu94-Ser95- 
Ala 9 6-Ile 9 7) 5 1 1 0-127 (Gluj io-Alai i i-Lysi 12-Proi 13-Trpi ] 4 -Tyn 15-Glu] | 6 - 
Proii7-Ileii8-Tyrii9-Leui20-Glyi2rGlyi2 2 -Val]23-Phe] 24 -Glni25-Leui26- 
Glui27)and 136-153 (Ilei36-Asni37-Arg| 3 8-PrOi39-Aspi40-Tyri4rLeui4 2 - 
Aspi43-Phei44-Alai45-Glu 1 46-SerH7-Glyi48-Glni49-Vali5o-Tyr 15 i-Phei52- 
Glyi53), or the topographic region of residues 1-20 (Val]-Arg2-Ser 3 - 
Ser4-Ser5-Arg6-Thr 7 -Pro8-Ser9-Aspio-Lysn-Proi2-Val]3-Alai4-Hisi5- 
Vali6-Val) 7 -Alai8-Asni9-Pro2o) and 76-90 (Leu 7 6-Thr7 7 -His78-Thr 7 9- 
Ile 8 o-Ser8i-Arg82-Ile83-Ala84-Val85-Ser 8 6-Tyr87-Gln88-Thr 8 9-Lys9o) 5 or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln 2 5- 
Leu26-Gln27-Trp28-Leu29-Asn 3 o-Arg3i-Arg3 2 -Ala33-Asn34-Ala35-Leu36- 
Leu37-Ala38-Asn39-Gly4o), 69-97 (Cys69-Pro 7 0"Ser7i-Thr 7 2-His73-Val 7 4- 
Leu75-Leu76-Thr77-His78-Thr 7 9-Ile8o-Ser 8 i-Arg 8 2-Ile83-Ala84-Val85- 
Ser86-Tyr 8 7-Gln88-Thr 8 9-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 97 ) 5 1 05-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Gluiio-Alain- 
Lysi i 2 -Proi 13 -Trpi i4-Tyr n5 -Glui i 6 -Proi 17-Ilei i 8 -Tyr, i9-Leui 2 o-Glyi 2 i- 
Gly] 22 -Val]23-Phei 2 4-Glni 2 5-Leui 2 6-Glui27-Lysi28) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui 42 -Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei52-Glyi53-nei54- 
Ilei 55 ) is prevented from binding to mature human TNF-a receptor. 

Claim 28 (new): An isolated single chain antibody according to claim 27, 
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wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser4-Ser5-Arg6-Thr7-Prog- 
Ser9-Aspio-Lysn-Proi2-Vali3-Alaj4-Hisi5-Vali6-Vali7-Alai8) 5 58-65 
(Ile58-Tyr 5 9-Ser6o-Gln6i-Val62-Leu63-Phe64-Lys65), 1 15-125 (Tyrn 5 - 
Gluii 6 -Pron7-Ileii8-Tyr,i9-LeU]2o-Glyi2rGlyi22-Vali23-Phei24-Gln,25) 
and 138-149 (Argi3 8 -PrO)39-Aspi4o-Tyri4i-Leui42-Aspi43-Phei44-Alai45- 
Glui46-Seri47-Glyi48-Glnj49) s or the topographic region of residues 1-18 
(Val i - Arg2-Ser3-Ser4-Ser5- Arge-Thry-Prog-Serg- Asp i o-Lys 1 1 -Pro 12- 
Vali 3 -Ala,4-Hisi5-Vali6-Vali7-Alai 8 ) and 108-128 (Glyios-Alaiw- 
Glui 10-Alai ] i-Lys! 12-Proi 13-Trpi i 4 -Tyri 15-Glui i6 -Proi 17-Ilei is-Tyri 19 - 
Leui20-Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) 5 or the 
topographic region of residues 56-79 (Tyr56-Leu5 7 -He58-Tyr 5 9-Ser60" 
Gln 61 -Val 6 2-Leu63-Phe 6 4-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser7i- 
Thr72-His73-Val74-Leu75-Leu76-Thr 77 -His78-Thr79) 5 1 10-127 (Gluno- 
Alai 1 i-Lysi 12-Proi 13-Trp] 14-Tyn 1 5 -Glu! i 6 -Proi n-Ilem-Tyri i 9 -Leu] 2 o- 
Glyi2i-Glyi2 2 -Vali23-Phei24-Glni25-Leu]26-Glui27) and 135-155 
(GlU]35-nei36-Asni37-Argi38-Proi39-Aspi40-Tyr 14 rLeui42-Asp I 43-Phei44- 
Ala]45-Glui46-Seri47-Glyi48-Glni49-Vali5o-Tyri5i-Phei52-'Glyi53-Ilei54- 
Ilej 55), or the topographic region of residues 1-20 (Val|-Arg2-Ser 3 - 
Ser 4 -Ser5- Arg6-Thr7-Pro 8 -Ser9- Asp 1 o-Lys 1 1 -Pro 1 2 - Val ] 3- Alai 4-His 1 5- 
Vali6-Valn-Alai8-Asni9-Pro2o) and 76-90 (Leu76-Thr 7 7-His78-Thr 7 9- 
Ile8o-Ser8i-Arg82-Ile83-Ala 8 4-Val 85 -Ser86-Tyr87-Gln88-Thr 8 9-Lys9o) 5 or 
the topographic region of residues 22-40 (Ala22-Glu 2 3-Gly24-Gln25- 
Leu26-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn34-Ala 3 5-Leu36- 
Leu37-Ala38-Asn 3 9-Gly4o) 3 69-97 (Cys 6 9-Pro7o-Ser7i-Thr72-His73-Val 7 4- 
Leu75-Leu76-Thr77-His78-Thr79-Ile 8 o-Ser 8 i-Arg82-Ile83-Ala 8 4-Val85- 
Ser 8 6-Tyr87-Gln88-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 9 7) 5 105-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Gluno-Alai]|- 
Lysi 12-Proi 13-Trpi 14-Tyn 15-Glui i6-Proj 17-Ilei i 8 -Tyri i 9 -Leui 20 -Gly m - 
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Glyi22-Vali23-Phei24-Gln I 25-Leui26-Glui27'-Lysi28) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Ser 14 7-Glyi48-Gln]49-Vali50-Tyri 5r Phei52-Glyi53-nei54- 
Ilei 55 ) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits cytotoxicity. 

Claim 29 (new): An isolated single chain antibody according to claim 27, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Val|-Arg2-Ser 3 -Ser4-Ser5-Arg6-Thr 7 -Pro8- 
Ser9-Aspio-Lysn-Proj2-Val]3-Alai4-His 15 -Val|6-Vali7-Alai8) 5 58-65 
(Ile58-Tyr59-Ser 6 o-Gln 6 i-Val62-Leu63-Phe 6 4-Lys 6 5) 5 1 15-125 (Tyrn 5 - 
Gluii6-Proii7-Ilen8-Tyrn9-Leui2o-Glyi2rGlyi22-Vali23-Phei24-Glni25) 
and 138-149 (Argi38-Proi39-Aspi4o-Tyri4i-Leui42-Aspi43-Phei44-Alai45- 
Glui46-Seri4 7 -Glyi48-Glni49) ? or the topographic region of residues 1-18 
(Val i - Arg2-Ser3-Ser 4 -Ser 5 - Arg6-Thr 7 -Pro8-Ser 9 - Asp i o-Lys 1 1 -Pro 12- 
Val 13 -Ala,4-His,5-Val, 6 -Val 17 -Alai 8 ) and 108-128 (Gly 108 -Ala 10 9- 
Gluno-Alai , ,-Lysi ]2 -PrO] 13-Trpi 14-Tyn 15-Glui i 6 -Proi 17-Ilei is-Tyn )9 - 
Leui20-Glyi2i-Gly I 22-Vali23-Phei24-Gln i2 5-Leui26-Glui27-Lysi28) ? or the 
topographic region of residues 56-79 (Tyr56-Leu57-Ile58-Tyr59"Ser 6 o- 
Gln6i-Val62-Leu63-Phe64-Lys65-Gly66-Gln 67 -Gly68-Cys69-Pro70-Ser 7 i- 
Thr 7 2-His73-Val 7 4-Leu75-Leu76-Thr 7 7-His78-Thr79) 5 1 10-127 (Gluno- 
Alai 1 1 -Lysi i 2 -Pro! 13-Trpi 14-Tyn 15-Glui i 6 -Proi 17-He] ig-Tyrj i9-Leu I2 o- 
Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asni 37 -Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali5o-Tyri5i-Phei52-Glyi53-Hei54- 
Ilejss), or the topographic region of residues 1-20 (Vali-Arg 2 -Ser 3 - 
Ser4-Ser5- Arg6-Thr7-Pro8-Ser 9 - Asp 1 o-Lys 1 1 -Pro 1 2- Val 1 3- Ala 14-His 1 5- 
Vali6-Vali7-Alai8-Asni9-Pro 2 o) and 76-90 (Leu 7 6-Thr 7 7-His78-Thr 79 - 
Ile 8 o- Ser 8 1 - Arg 8 2-He 8 3- Ala 8 4- Val 8 5-Ser86-Tyr8 7 -Gln 8 8-Thr 8 9-Lys9o), or 
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the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 

Leu26-Gln27-Trp28-Leu29-Asn30-Arg3rArg32-Ala33-Asn 3 4-Ala35-Leu36- 

Leu37-Ala38-Asn39-Gly 4 o), 69-97 (Cys69-Pro7o-Ser 7 |-Thr72-His73-Val 7 4- 

Leu75-Leu76-Thr 7 7-His78-Thr79-Ile8o-Ser8i-Arg82-Ile83-Ala84-Val85- 

Ser86-Tyr87-Gln88-Thrs9-Lys90-Val9rAsn92-Leu93-Leu94-Ser95-Ala96- 

Ile 97 ), 105-128 (Thr 10 5-Proio6-Gluio 7 -Glyio8-Alaio9-Glu] lo-Alan, - 

Lysii2-PrO]i3-Trpii4-Tyrn5-Gluii6-Proii7-Ileii8-Tyrii9-Leui2o-Glyi2i- 

Glyi22-Vali23-Phei24-Gln,25-Leui26-Glui27-Lysi28) and 135-155 

(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 

Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei52-Glyi53-nei54- 

Ileiss) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits tumor regression. 

Claim 30 (new): An isolated single chain antibody according to claim 27, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of wherein the antibody binds to TNF-a such that 
the epitope defined by the topographic region of residues 1-30 (Valj- 
Arg2-Ser3-Ser4-Ser 5 -Arg6-Thr7-Pro8-Ser9-Aspio-Lysii-Proi2-Vali3- 
Alaj 4-His 1 5 - Val 1 6 - Val 1 7 - Alai 8 - Asn 1 9-Pro 2 oGln 2 1 Ala 2 2-Glu 2 3-Gly24- 
Gln 2 5-Leu26-Gln27-Trp28-Leu29-Asn3o), 117-128 (Pron7-Ileii8-Tyru9- 
Leui20-Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28)and 

141-153 (Tyri4i-Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5i-Phei52-Glyi53), or the topographic region of 
residues 22-40 (Ala22-Glu23-Gly24-Gln 2 5-Leu26-Gln 2 7-Trp28-Leu29- 
Asn3o-Arg3i-Arg32-Ala33-Asn34-Ala35-Leu36-Leu37-Ala38-Asn39-Gly 4 o) ? 
49-97 (Val49-Val5o-Pro5i-Ser52-Glu53-Gly54-Leu55-Tyr 5 6-Leu57-Ile58- 
Tyr59-Ser 6 o-Gln6rVal62-Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69- 
Pro70"Ser7i-Thr72-His73-Val74-Leu75-Leu76-Thr 7 7-His78-Thr79-Ile80- 
Ser 8 1 - Arg82-Iles3- Ala 8 4- Val85-Ser86-Tyr 8 7-Gln88-Thr 8 9-Lys9o- Val 9 1 - 
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Asn92-Leu93-Leu94-Ser95-Ala96-Ile97) ? 1 10-127 (Gluno-Alain-Lysin- 
Proi 13-Trpi ] 4-Tyri , ^ 

Vali23-Phei24-Glni25-Leui26-Glui27)and 136-153 (Ilei36-Asni37-Argi 38 - 
Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Val]5o-Tyri5i-Phei52-Gly]5 3 ) is prevented from binding to 
mature human TNF-a receptor and 

wherein the antibody has no effect on cytotoxicity. 

Claim 31 (new): An isolated single chain antibody according to any one of claims 27 - 
30, wherein the antibody is a humanized antibody. 

Claim 32 (new): An isolated single chain antibody according to any one of claims 27 - 
30, wherein the antibody is a chimeric antibody. 

Claim 33 (new): An isolated single chain antibody according to any one of claims 27 - 
30, wherein the antibody is a human antibody. 

Claim 34 (new): A composition comprising an isolated single chain antibody that binds 
to mature human TNF-a, 

wherein the antibody is characterized in that when the antibody binds to 
» 

TNF-a the induction of endothelial procoagulant activity is inhibited, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser 3 -Ser4-Ser5-Arg6-Thr7-Pro8- 
Ser9-Aspio-Lysn-Proi2-Vali3-Alai4-Hisi5-Vali6-Vali7-Alai8) 5 58-65 
(Ile58-Tyr 5 9-Ser6o-Gln6i-Val62-Leu63-Phe64-Lys65) ? 1 15-125 (Tyrn 5 - 
Gluii6-Proii7-Ilen8-Tyrii9-Leui2o-Glyi2i-Glyi22-Val l2 3-Phei24-Glni25) 
and 138-149 (Argi38-Proi39-Aspi 4 o-Tyri 4 |-Leui42'-Aspi43-Phei44-Alai45- 
Glui46-Seri47-Glyi4 8 -Glni49), or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser4-Ser 5 -Arg 6 -Thr7-Pro8-Ser9-Aspio-Lysi]-Proi2- 
Val,3-Alai4-Hisi5-Vali6-Val, 7 -Ala 18 ) and 108-128 (Gly 108 -Alaio9- 
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Gluiio-Alain-Lysi^-Prons-TrpiH-Tyriis-Glui^-Proin-Ilens-Tyrn^ 
Leui20-Glyi2rGlyi22-Val|23-Phei24-Glni25-Leui26-Glui27-Lysi28), or the 
topographic region of residues 56-79 (Tyr 5 6-Leu57-Ile58-Tyr59-Ser6o- 
Gln 6 i-Val62-Leu63-Phe64-Lys65"Gly66-Gln67-Gly68-Cys69-Pro7o-Ser 7 i- 
Thr 7 2-His73-Val74-Leu75-Leu76-Thr 7 7-His78-Thr 7 9) 5 1 10-127 (Gluno- 
Alai i i-LyS] 12-Proi 13-Trpi 14-Tyri 15-Glui i 6 -Proi 17 -Ilei ig-Tyrj i 9 -Leui 2 o" 
Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asni 37 -Argi38-Proi39-Aspi 4 o-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Gln] 4 9-Vali50-Tyri5i-Phei52-Glyi53-Ilei54- 
Ilei 55 ) 5 or the topographic region of residues 1-30 (Vali-Arg 2 -Ser 3 - 
Ser4-Ser5-Arg6-Thr7-Pro8-Ser 9 -Aspio-Lysi]-Proi2-Vali3-Alai4-Hisi5- 
Val 1 6- Val 1 7- Ala 1 s- Asn 1 9-Pro2oGln2 1 Ala22-Glu23-Gly24-Gln 2 5-Leu 2 6- 
Gln 2 7-Trp28-Leu29-Asn 3 o) 5 1 17-128 (Pron7-Ileii8-Tyrn9-Leui2o-Glyi2r 
Glyi22-Vali 2 3-Phei24-Glni25-Leui 26 -Glui27-Lysi28)and 141-153 (Tyr 141 - 
Leui42-Aspi43-Phei44-Alai45-GIui46-Seri47-Glyi48-Glni49-Vali50-Tyri 5 i- 
Phei5 2 -Glyi53) 5 or the topographic region of residues 22-40 (Ala22- 
Glu23-Gly24-Gln 2 5-Leu26-Gln27-Trp28-Leu 2 9-Asn30-Arg3i-Arg32-Ala33- 
Asn34-Ala35-Leu36-Leu37-Ala38-Asn39-Gly 4 o) 5 49-97 (VaUg-Valso-Prosi- 
Ser52-Glu53-Gly54-Leu55-Tyr56-Leu57-Ile58-Tyr59-Ser 6 o-Gln6i-Val62- 
Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser7i-Thr 72 -His73- 
Val74-Leu75-Leu76-Thr77-His78-Thr79-Ile 8 o-Ser8i-Arg82-Ile83-Ala84- 
Val 8 5-Ser86-Tyr 8 7-Gln88-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95- 
Ala 9 6-Ile 9 7) 5 1 10-127 (Gluiio-Alaiii-Lysii2-Proii3-Trpii4-Tyr ll5 -Gluii6- 
Proi 17-Ilei is-Tyri 1 9 -Leui20-Glyi2i-Glyi22-Vali23-Phei 2 4-Glni25-Leui26- 
Glui27)and 136-153 (Ile]36-Asni37-Argi38-PrOi39-Aspi4o-Tyr 14 i-Leui42- 
Asp 1 43-Phei44-Alai45-Glui46-Ser] 47 -Glyi48-Glni49-Vali50-Tyri5i-Phei52- 
Glyi53) 5 or the topographic region of residues 1-20 (Vali-Arg2-Ser3- 
Ser 4 -Ser5-Arg6-Thr 7 -Pro8-Ser9-Aspio-Lysii-Proi 2 -Vali3-Alai4-Hisi5- 
Vali6-Vali7-Alai8-Asni9-Pro2o) and 76-90 (Leu76-Thr 77 -His78-Thr79- 
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Ile 80 -Ser 8 1 - Argg2-Ile83- Alag4- Val85-Ser 86 -Ty r87-GIn88-Thr 8 9-Lys 9 o), or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu26-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn 3 4-Ala35-Leu36- 
Leu37-Ala38-Asn39-Gly 4 o) ? 69-97 (Cys 6 9-Pro70-Ser 7 i-Thr72-His73-Val74- 
Leu75-Leu76-Thr 7 7-His78-Thr79-Ile 8 o-Ser 8 i-Arg 8 2-Ile 8 3-Ala 8 4-Val85- 
Ser 8 6-Tyr 8 7-Gln 88 -Thr 8 9-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala 9 6- 
Ile 9 7) ? 105-128 (Thrio5-Proio6-Gluio7-Glyio 8 -Alaio9-Gluno-Alai]i- 
Lysi 12-Proi 13-Trpi 14-Tyn 15-Glui i 6 -Proi 17 -Ilei | 8 -Tyri i 9 -Leui 2 o-Gly]2i- 
Glyi22-Vali23-Phe 124 -Glni25-Leui26-Glui27-Lysi2 8 ) and 135-155 
(Glui35-Ilei36-Asni37-Arg 1 3 8 -Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phe 14 4- 
Alai45-Glui46-Seri47-Glyi4 8 -Glni49-Vali50-Tyri 5 ]-Phe]52-Gly]53-Ilei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor. 

Claim 35 (new): A composition according to claim 34, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser 4 -Ser 5 -Arg6-Thr 7 -Pro 8 - 
Ser 9 -Aspio-Lysi]-Proi2-Vali3-Alai4-Hisi5-Vali6-Vali7-Alai 8 ), 58-65 
(Ile58-Tyr 5 9-Ser6o-Gln 6 i-Val62-Leu63-Phe64-Lys65) 5 1 15-125 (Tyrn 5 - 
Glui i6-Pron7-Uei 18-Tyn 19-Leui20-Glyi2i-Glyi 2 2-Vali23-Phei24-Glni 2 5) 
and 138-149 (Argi3 8 -Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei 4 4-Alai45- 
Glui46-Seri47-Glyi 48 -Glni49) 5 or the topographic region of residues 1-18 
(Val 1 - Arg2-Ser3-Ser4-Ser5- Arg6-Thr7-Pro 8 -Ser 9 - Asp 1 o-Ly s 1 1 -Pro 1 2- 
Valn-Alau-Hisis-Valie-Valn-AIaig) and 108-128 (Glyi 08 -Alaio9- 
Glui 10-Alai 1 i-Lysn 2 -Proi 13-Trpi 14-Tyrj 15 -Glui i6-Pro ll7 -Ilei is-Tyri 19- 
Leui2o-Glyi2i-Glyi22-Vali23-Phei24-Gln I 25-Leui26-Glui27-Lysi 28 ) J or the 
topographic region of residues 56-79 (Tyr56-Leu57-Ile5 8 -Tyr59-Ser6o- 
Gln 6 |-Val 6 2-Leu63-Phe 6 4-LyS65-Gly66-Gln67-Gly6 8 -Cys69-Pro 7 o-Ser7i- 
Thr72-His73-Val74-Leu75-Leu76-Thr77-His7 8 -Thr 7 9) 5 1 10-127 (Gluno- 
Alai u-Lysi 12-Proi i 3 -Trp! I4 -Tyn 1 5 -Glu! i6-Pro n7 -Ilei i 8 -Tyn 19-Leuno" 
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Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Val 15 o-Tyri5i-Phei52-Glyi53-Ilei54- 
Ilejss), or the topographic region of residues 1-20 (Vali-Arg 2 -Ser 3 - 

Ser 4 -Ser5-Arg6-Thr7-Pro8-Ser9-Aspio-Lysii-Proi2-Vali3-Alai4-His] 5 - 
Vali6-Vali7-Alai8-Asni9»Pro2o) and 76-90 (Leu76-Thr77-His78-Thr 7 9- 
Ile8o-Ser8i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln88-Thr 8 9-Lys9o) 9 or 
the topographic region of residues 22-40 (Ala 2 2-Glu23-Gly24-Gln 2 5- 
Leu26-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn 3 4-Ala35-Leu36- 
Leu37-Ala38-Asn 3 9-Gly 4 o) ? 69-97 (Cys69-Pro7o-Ser7i-Thr 72 -His73-Val74- 
Leu75-Leu76-Thr77-His78-Thr 7 9-Ile8o-Ser8i-Arg82-Ile83-Ala84-Val85- 
Ser86-Tyr87-Gln88-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 9 7) 5 105-128 (Thrio5-Proio6-Glu 1 o7-Gly]08-Alaio9-Gluno-Alaii I - 
Lysi]2-Proii3-Trpi]4-Tyrii5-Gluii 6 -Proii7-Ileii8-Tyrii9-Leui2o-Glyi2i- 
Glyi2 2 -Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui4 2 -Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Gln 1 49-Val]50-Tyr 15 i-Phei52-Glyi53-Ilei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits cytotoxicity. 

Claim 36 (new): A composition according to claim 34, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Val|-Arg2-Ser3-Ser4-Ser 5 -Arg6-Thr 7 -Pro8- 
Ser9-Aspio-Lysii-Proi2-Vali3-Ala] 4 -His]5-Vali6-Vali7-Alai8), 58-65 
(Ile58-Tyr 5 9-Ser6o-Gln6i-Val62-Leu63-Phe64-Lys65) 9 1 15-125 (Tyr n5 - 
Gluii6-Pro n 7-Ileii8-Tyrii9-Leui20-Glyi2i-Glyi22-Vali23-Phei24-Glni25) 
and 138-149 ( Arg 1 3 8-Pro 1 39- Asp 1 40-Tyr 1 4 1 -Leu 1 42- Asp 1 43-Phe 1 44- Ala 1 45- 
Glui46-Seri47-Glyi48-Glni49) ? or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser 4 -Ser5-Arg6-Thr 7 -Pro8-Ser9-Aspio-Lysn-PrO]2- 
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Vali 3 -Alai4-Hisi5-Val I6 -Vali7-Alai8) and 108-128 (Gly I0 8-Ala 10 9- 
Gluj io-Alai i i-Lysi i2-Pron 3 -Trpi u-Tyn | 5 -Glui i 6 -Proi i 7 -Ilei i8-Tyn i9 - 
Leui20-Glyi2i-Glyi22-Val]23-Phei24-Glni25-Leui26-Glu] 2 7-Lysi28) 5 or the 
topographic region of residues 56-79 (Tyr56-Leu5 7 -Ile 5 8-Tyr59-Ser6o- 
Gln6i-Val62-Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 7 r 
Thr72-His73-Val 7 4-Leu75-Leu76-Thr77-His78-Thr 7 9) J 1 10-127 (Glui io- 
Ala! 1 1 -Lysi i 2 -Proi n-Trpi 14-Tyn 1 5-Glui i 6 -Proi 17-Ilei lg-Tyrj i 9 -Leui 2 o- 
Glyi2i-Glyi22-Vali23-Phei24-Glni25-Leui26-Glu]27) and 135-155 
(Glui35-Ilei36-Asni37-Arg I 38-Proi39-Aspi40-Tyr I 4i-Leui42-Aspi43-Phei44- 
Alai45-Glu 1 46-Seri47-Glyi48-Gln 14 9-Vali5o-Tyri5!-Phei52-Glyi53-Ilei54- 
11^155), or the topographic region of residues 1-20 (Val]-Arg2-Ser 3 - 
Ser4-Ser5-Arg6-Thr7-Pro8-Ser9-Aspio-Lysn-Proi2-Vali3-Alai4-Hisi5- 
Vali6-Vali7-Alai8-Asni 9 -Pro2o) and 76-90 (Leu76-Thr 7 7-His 7 8-Thr79~ 
Ile8o-Ser8i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr 87 -Gln88-Thr89-Lys9o) 5 or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu26-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn 3 4-Ala35-Leu36- 
Leu 3 7-Ala38-Asn 3 9-Gly4o) 5 69-97 (Cys69-Pro70-Ser 7 i-Thr72-His73-Val 7 4- 
Leu75-Leu76-Thr77-His78-Thr79-Ile 8 o-Ser8i-Arg82-Ile83-Ala84-Val85- 
Ser86-Tyr 8 7-Gln88-Thr89-Lys90-Val9]-Asn92-Leu93-Leu94-Ser 9 5-Ala96- 
Ile 9 7), 105-128 (Thrio5-PrOio6-Gluio7-Glyio8-Alaio9-Gluno-Ala]ii- 
Lysi 12-Proi 13-Trpi u-Tyrj 15 -Glui 16-Proi 17-Ilei ig-Tyri i9-Leu| 2 o-Glyi2i- 
Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali5o-Tyri5i-Phei52-Glyi5 3 -Ilei54- 
IlejssXand 

wherein the antibody inhibits tumor regression. 
Claim 37 (new): A composition according to claim 34, 
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wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of wherein the antibody binds to TNF-a such that 
the epitope defined by the topographic region of residues 1-30 (Val|- 
Arg2-Ser 3 -Ser4-Ser 5 - Arg6-Thr 7 -Pro8-Ser 9 - Asp 1 0 -Ly s i \ -Pro 1 2 - Val 1 3 - 
Alai4-Hisi5-Vali6-Vali7-Alai8-Asni9-Pro2oGln2)Ala22-Glu23-Gly24- 
Gln25-Leu 2 6-Gln27-Trp28-Leu29-Asn 3 o) 5 1 17-128 (Pron 7 -Hei i 8 -Tyri 19 - 
Leui20-Glyi2rGlyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28)and 
141-153 (Tyri4i-Leui42-Aspi43-Phei44-Alai45-Glu] 4 6-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5i-Phei52-Glyi5 3 ), or the topographic region of 
residues 22-40 (Ala22-Glu2 3 -Gly24-Gln 2 5-Leu26-Gln 2 7-Trp28-Leu29- 
Asn 3 o-Arg 3 i-Arg32-Ala33-Asn34-Ala 3 5-Leu 3 6-Leu 3 7-Ala 3 8-Asn 3 9-Gly4o) 5 
49-97 (Val 49 - Val 5 o-Pro 5 1 -Ser52-Glu53-Gly54-Leu55-Tyr 5 6-Leu57-Ile58- 
Tyr59-Ser60-Gln6i-Val62-Leu63-Phe64-Lys65-Gly66-Gln 67 -Gly68-Cys6 9 - 
Pro 7 o-Ser7i-Thr72-His73-Val74-Leu75-Leu 7 6-Thr 7 7-His78-Thr7 9 -Ile8o- 
Ser 8 1 - Arg82-Ile 8 3- Ala84-Val85-Ser86-Tyr 8 7-Gln88-Thr 8 9-Ly s 9 o" Val 9 1 - 
Asn9 2 -Leu93-Leu94-Ser 9 5-Ala96-Ile97) 5 1 10-127 (Gluno-Alam-Lysin- 
Proii3-Trpn4-Tyr,i5-Gluii6-Proi 1 7-Ile n8 -Tyrii9-Leui2o-Glyi2]-Glyi22- 
Val|23-Phei24-Glni25-Leui26-Glui2 7 )and 136-153 (Ilei3 6 -Asni37-Argi 3 8- 
Proi3 9 -Aspi40-Tyri4i-Leui42-Aspi 43 -Phei44-Alai45-Glui46-Seri4 7 -Glyi48- 
Glni4 9 -Vali5o-Tyri5]-Phei52-Glyi5 3 ) is prevented from binding to 
mature human TNF-a receptor and 

wherein the antibody has no effect on cytotoxicity. 

Claim 38 (new): A composition according to any one of claims 34 - 37, wherein the 
antibody is a humanized antibody. 

Claim 39 (new): A composition according to any one of claims 34 - 37, wherein the 
antibody is a chimeric antibody. 
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Claim 40 (new): A composition according to any one of claims 34-37, wherein the 
antibody is a human antibody. 

Claim 41 (new): An isolated single domain antibody or fragment thereof that specifically 
binds to mature human TNF-a, 

wherein the antibody is characterized in that when the antibody binds to 
TNF-a the induction of endothelial procoagulant activity is inhibited, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser4-Ser 5 -Arg6-Thr 7 -Pro8- 
Ser 9 -Aspio-Lysii-Proi2-Vali3-Alai4-Hisi5-Val]6-Vali7-Alai8) 5 58-65 
(Ile58-Tyr 5 9-Ser6o-Gln6i-Val62-Leu63-Phe64-Lys65), 1 15-125 (Tyr n5 - 
Gluii6-Pro 1 i7-Ileii8-Tyr ! |9-Leui20-Glyi2i-Glyi22-Vali23-Phei24-Gln J2 5) 
and 138-149 ( Arg 1 38-Pro 1 39- Asp 1 40-Tyr 14 1 -Leu ] 42- Asp 1 43-Phe j 44- Alai 45- 
Glui46-Seri47-Glyi48-Glni4 9 ), or the topographic region of residues 1-18 
( Val 1 - Arg2-Ser3-Ser4-Ser5- Arg6-Thr7-Prog-Ser9- Asp 1 o-Lys 1 1 -Pro 1 2- 
Vali 3 -Alai4-Hisi5-Vali6-Vali7-AIa, 8 ) and 108-128 (Glyio8-Ala,o 9 - 
Glui 10-Alai i i-LyS] 12-Proi 13-Trpi M -Tyri I5 -Glui i 6 -Pro, 17-Ilei is-Tyn 19 - 
Leui20-Glyi2rGlyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) ? or the 
topographic region of residues 56-79 (Tyr 5 6-Leu57-Ile58-Tyr5 9 -Ser6o- 
Gln6i-Val62-Leu63-Phe 6 4-Lys 6 5-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 7 i- 
Thr72-His73-Val74-Leu75-Leu76-Thr77-His78-Thr 79 ), 1 10-127 (Gluno- 
Alai 1 i-Lysi 12-Proi 13-Trpi i 4 -Tyr U5 -Glui i 6 -Proi ] 7 -Hei ig-Tyri | 9 -Leui 2 o- 
Glyi2i-Glyi22-Vali23-Phej24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asn,37-Argi38-Proi39-Aspi40-Tyri4i-Leu 1 42-Asp 1 43-Phe I 44- 
Ala 1 45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5rPhei52-Glyi53-Ilei54- 
Uei55) ? or the topographic region of residues 1-30 (Vali-Arg2~Ser 3 - 
Ser4-Ser5-Arg6-Thr 7 -Pro8-Ser 9 -Aspio-Lysii-Proi2-Vali3-Alai4-Hisi5- 
Val 1 6- Val 1 7- Alai s- Asn 1 9 -Pro2oGln2i Ala22-Glu23-Gly24-Gln25-Leu26- 
Gln 2 7-Trp28-Leu 2 9-Asn3o) 5 1 1 7-128 (Proi 17-Ilei is-Tyri i9-Leui 2 o-Glyi2i- 
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Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28)and 141-153 (Tyrnr 
Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47"Glyi48-Glni49-Vali50-Tyri5^ 
Phei52-Glyi53)> or the topographic region of residues 22-40 (Ala 2 2- 
Glu 2 3-Gly24-Gln25-Leu26-Gln 27 -Trp28-Leu29-Asn3o-Arg3i-Arg32-Ala33- 
Asn34-Ala35-Leu36-Leu37- Ala3g- Asn39-Gly4o), 49-97 (Val49- Valso-Pros i - 
Ser52-Glu53-Gly54-Leu55-Tyr56-Leu57-Ile58-Tyr59-Ser 6 o-Gln6i-Val62- 
Leu63-Phe 6 4-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 7 i-Thr72-His73- 
Val74-Leu75-Leu76-Thr77-His78-Thr79-Ile8o-Ser8i-Arg82-Ile83-AIa 8 4- 
Val85-Ser 8 6-Tyr87-Gln 8 8-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95- 
Ala 9 6-He97), 110-127 (Glui jo-Alaj i i-Lysi I2 -Proi i 3 -Trpi !4 -Tyri i 5 -Glui j 6 - 
Proii7-Ilen 8 -Tyrii9-Leui20-Glyi2i-Glyi22-Vali23-Phei24-Glni25.Leui26- 
Glui27)and 136-153 (Ilei36-Asn 13 7-Argi3 8 -Proi39-Aspi40-Tyri4i-Leui42- 
Aspi43-Phei44-Ala]45-Glui46-Ser]47-Glyi48-Glni49-Val| 50 -Tyri5i-Phei52- 
Glyi53) 5 or the topographic region of residues 1-20 (Vali-Arg2-Ser3- 
Ser4-Sers- Arg6-Thr7-Pro 8 -Ser9- Asp i o-Ly s 1 1 -Pro ] 2- Val 1 3- Alai 4 -His 1 5- 
Vali6-Vali7-Alai8-Asni 9 -Pro2o) and 76-90 (Leu76-Thr 7 7-His78-Thr 7 9- 
Ile8o-Ser 8 i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln 8 8-Thr 8 9-LyS9o) 5 or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu26-Gln 2 7-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn34-Ala35-Leu36- 
Leu37- Ala38- Asn39-Gly4o) ? 69-97 (Cys69-Pro7o-Ser7 1 -Thr 7 2-His73- Val74- 
Leu75-Leu76-Thr77-His78-Thr79-Ile 8 o-Ser8i-Arg 8 2-Ile83-Ala84-Val85- 
Ser86"-Tyr87-Gln88-Thr 8 9-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 97 ), 105-128 (Thrio5-Proio6-Gluio7-Gly] 0 8-Alaio9-Gluno-Alain- 
Lysi 12-Proi i 3 -Trpii4-Tyrn5-Glu, i 6 -PrO| 17-Ilei is-Tyri i9-Leui 2 o-Glyi 2 i- 
Glyi22-Val|23-Phei24-Glni25-Leui26-Glui27-Lysi28) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Alai45-Glui46-Ser 14 7-Glyi48-Glni49-Vali5o-Tyri5i-Phei52-Glyi53-Ilei54- 
Ilei 55) is prevented from binding to mature human TNF-a receptor. 

Claim 42 (new): An isolated single domain antibody according to claim 41, 
pa-974202 
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wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser 4 -Ser 5 -Arg6-Thr7-Pro8- 
Ser9-Aspio-Lysn-Proi2-Vali3-Alai4-Hisi5-Vali6-Vali7-Alai8), 58-65 
(Ile58-Tyr 5 9-Ser60-Gln6i-Val62-Leu63-Phe64-Lys65) 5 1 15-125 (Tyr n5 - 
Glui i6-Proi 17-Ilei ig-Tyri ^ 

and 138-149 (Argi 3 8-Proi39-Aspi4o-Tyr]4i-Leui42-Aspi43-Phei44-Alai45- 
Glui46-Seri47-Glyi48-Glni49), or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser4-Ser5-Arg6-Thr 7 -Pro8-Ser9-Aspio-Lysn-PrO|2- 
Vali3-Alai4-Hisi5-Val|6-Val| 7 -Alai 8 ) and 108-128 (Gly 108 -Alaio9- 
Glui io-Alai i i-Lysi )2 -PrO| j 3 -Trpi i 4 -Tyri I5 -Glui i 6 -Proi i 7 -Hei i 8 -Tyri ]9 - 
Leui20-Glyi2rGlyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) 5 or the 
topographic region of residues 56-79 (Tyr 5 6-Leu57-Ile5 8 -Tyr59-Ser60' 
Gln6i-Val62-Leu63-Phe 6 4-Lys65-Gly66-Gln67-Gly68-Cys69-Pro70-Ser 71 - 
Thr72-His73-Val74-Leu75-Leu76-Thr 77 -His78-Thr 7 9), 1 10-127 (Gluno- 
Alai n-Lysi 12-Proi i 3 -Trpi u-Tyrj 1 5 -Glui 16 -PrO] i 7 -Hei i 8 -Tyn i 9 -Leu 12 o- 
Glyi2i-Glyi22-Val]23-Phei2 4 -Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ile]36-Asni37-Argi38-Proi39-Aspi40-Tyr 14 i-Leui42"Aspi43-Phe]44- 
Alai45-Glui46-Ser]47-Glyi4 8 -Glni49-Vali5o-Tyr] 5 i-Phei52-Glyi53-Ilei54- 
Ileiss), or the topographic region of residues 1-20 (Vali-Arg2-Ser3- 
Ser 4 -Ser5-Arg6-Thr7-Pro8-Ser9-Aspio-Lysn-Proi2-Vali3-Alai4-Hisi5- 
Vali6-Vali7-Alai 8 -Asni9-Pro2o) and 76-90 (Leu76-Thr77-His7 8 -Thr79- 
Ile8o-Ser8i-Arg82-Ile 8 3-Ala84-Val 8 5-Ser 8 6-Tyr 8 7-Gln 8 8-Thr89-Lys9o), or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu26-Gln27-Trp2 8 -Leu29-Asn 3 o-Arg3i-Arg32-Ala33-Asn34-Ala35-Leu36- 
Leu 3 7-Ala 38 -Asn39-Gly4o) 5 69-97 (Cys 6 9-Pro70-Ser7i-Thr72-His73-Val 74 - 
Leu75-Leu76-Thr77-His 78 -Thr79-Ile 8 o-Ser 8 ]-Arg 8 2-Ile83-Ala84-Val 8 5- 
Ser 8 6-Tyr 8 7-Gln 88 -Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala 9 6- 
Ile 97 ) 5 105-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Glui 10 -Alaiii- 
Lysn2-PrOii3-Trpi 1 4-Tyrii5-Glu ! i6-PrO]i7-Ileii8-Tyri 19 -Leui2o-Glyi2i- 
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Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leu] 4 2-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Gly 1 48 -Glni49-Val 1 5 o-Tyri 5 \ -Phe 1 52-Gly \ 53-Ilei 54 - 
Ileiss) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits cytotoxicity. 

Claim 43 (new): An isolated single domain antibody according to claim 41 , 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser4-Ser5-Arg6-Thr7-Prog- 
Ser9-Aspio-Lysn-Proi2-Vali3-Alai4-Hisi5-Vali6-Val|7-Alai 8 ), 58-65 
(Ile58-Tyr59-Ser 6 o-Gln6i-Val62-Leu63-Phe64-Lys65) 5 1 1 5-125 (Tyn 15 - 
Glui i6-PrO|| 7 -Hei is-Tyn 19-Leui20-Glyi2i-Glyi22-Vali23-Phei24-Gln 12 5) 
and 138-149 (Argi3 8 -Proi39-Aspi40"Tyri4i-Leui42-Aspi43-Phei44-Alai 4 5- 
Glui46-Seri47-Glyi48-Glni49), or the topographic region of residues 1-18 
(Vali-Arg2-Ser3-Ser 4 -Ser5-Arg6-Thr7-Pro8-Ser9-Aspio-Lysn-Proi2- 
Vali3-Alai4-Hisi5-Vali6-Vali7-Alai 8 ) and 108-128 (Glyiog-Alaiw- 
Glu],o-Alani-Lysn2-Proi]3-Trpii4-Tyri,5-Glun6-Proii7-Ileii8-T^^ 
Leu 1 20-Gly 1 2 1 -Gly 1 22- Val 1 23-Phe 1 24-Gln , 25-Leui 26-Glui 27-Ly s 1 2s), or the 
topographic region of residues 56-79 (Tyr56-Leu57-Ile5 8 -Tyr59-Ser6o- 
Gln6i-Val62-Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69-Pro7o-Ser7i- 
Thr72-His73-Val74-Leu75-Leu76-Thr77-His7 8 -Thr 7 9) 5 1 10-127 (Gluno- 
Ala 1 ii-Lysii2-Proii3-Trpii4-Tyri 15 -Gluii6-Proii7-Ileii8-Tyri 1 9-Leui2o- 
Gly]2i-Gly]22-Vali23-Phe] 2 4-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4rLeu] 4 2-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phe] 5 2-Glyi53-Ilei54- 
He 1 5 5), or the topographic region of residues 1-20 (Vali-Arg2-Ser3- 
Ser4-Ser 5 - Arg6-Thr 7 -Pro 8 -Ser 9 - Asp 1 o-Lys 1 1 -Pro 1 2- Val 1 3- Ala 1 4-His 1 5- 
Vali6-Val|7-Alai8-Asni9-Pro2o) and 76-90 (Leu76-Thr 77 -His78-Thr 7 9- 
He8o-Ser8i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln 8 8-Thr89-Lys9o), or 
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the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu26-Gln 2 7-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn34-Ala 3 5-Leu36- 
Leu37-Ala38-Asn39-Gly 4 o) 5 69-97 (Cys69-Pro 7 o-Ser7i-Thr72-His73-Val 7 4- 
Leu 7 5-Leu76-Thr77-His78-Thr 7 9-Ile80-Ser 8r Arg82-Ile83-Ala84-Val85- 
Ser 8 6-Tyr87-Gln 8 8-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 9 7) 5 105-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Gluiio-Alaiu- 
Lys! 12-Proi i 3 -Trpi , 4 -Tyri | 5 -Glui i 6 -Proi I7 -Ilei lg-Tyrj i9-Leui 2 o-Glyi 2 i- 
Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi2 8 ) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leu] 4 2-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei52-Glyi53-nei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits tumor regression. 

Claim 44 (new): An isolated single domain antibody according to claim 41, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of wherein the antibody binds to TNF-a such that 
the epitope defined by the topographic region of residues 1-30 (Vali- 
Arg2-Ser3-Ser 4 -Ser5-Arg6-Thr 7 -Pro8-Ser9-Aspio-Lysii-Proi2-Vali3- 
Alai4-Hisi5-Vali6-Vali 7 -Alai8-Asni9-Pro2oGln2iAla22-Glu23-Gly24- 
Gln25-Leu 2 6-Gln27-Trp28-Leu29-Asn 3 o), 1 17-128 (Pron7-Hen8-Tyrii9- 
Leui20-Glyi2i-Glyi22-Vali23-Phe]24-Glni25-Leui26-Glui27-Lysi28) and 
141-153 (Tyri4i-Leui42-Aspi43-Phei44-Alaj45-Glui46-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5]-Phei52-Glyi5 3 ), or the topographic region of 
residues 22-40 (Ala22-Glu 2 3-Gly24-Gln25-Leu26-Gln27-Trp 2 8-Leu29- 
Asn3o-Arg3i-Arg32-Ala33-Asn34-Ala35-Leu36-Leu37-Ala38-Asn39-Gly 4 o) 3 
49-97 (Val49-Val 5 o-Pro5i-Ser52-Glu53-Gly54-Leu55-Tyr56-Leu57-Ile58- 
Tyr59-Ser 6 o-Gln 6 rVal62-Leu63-Phe64-Lys65-Gly66-Gln67-Gly68-Cys69- 
Pro 7 o-Ser7i-Thr72-His73-Val74-Leu75-Leu76-Thr 7 7-His78-Thr79-Ile 8 o- 
Ser 8 1 - Arg82-He83- Ala 84 - Val 8 5-Ser86-Tyr87-Gln88-Thr 8 9-Ly S90- Val 9 1 - 
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Asn92-Leu93-Leu94-Ser95-Ala96-Ile97), 1 10-127 (Glui io-Alai i i-Lysi 12- 
Pro] 13-Trpi 14-Tyri 15-Glui 16-Proi 17-Ilei ig-Tyri i9-Leui 2(r Glyi 2 i-Glyi 22 - 
Vali 2 3-Phei24-Glni25ieui 2 6-Glui27)and 136-153 (Ilei36-Asni 37 -Argi38- 
Proi39-Aspi40-Tyri4i-Leu] 4 2-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5i-Phei52-Glyi53) is prevented from binding to 
mature human TNF-a receptor and 

wherein the antibody has no effect on cytotoxicity. 

Claim 45 (new): An isolated single domain antibody according to any one of claims 41 - 
44, wherein the antibody is a humanized antibody. 

Claim 46 (new): An isolated single domain antibody according to any one of claims 41 - 
44, wherein the antibody is a chimeric antibody. 

Claim 47 (new): An isolated single domain antibody according to any one of claims 41 - 
44, wherein the antibody is a human antibody. 

Claim 48 (new): A composition comprising an isolated single domain antibody that 
binds to mature human TNF-a, 

wherein the antibody is characterized in that when the antibody binds to 
TNF-a the induction of endothelial procoagulant activity is inhibited, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Val|-Arg2-Ser 3 -Ser 4 -Ser 5 -Arg6-Thr7- 
Pro8-Ser9-Aspio-Lysii-Proi2-Vali 3 -Alai4-HiS]5-Vali6-Vali7-Alai8) 5 58- 
65 (Ile 5 8-Tyr59-Ser60-Gln6i-Val62-Leu 6 3-Phe 6 4-Lys65) 5 1 15-125 (Tym 5 - 
Glui i 6 -Proi 17-Ilei 18-Tyn 19-Leui20-Gly l 2i-Glyi 2 2-Vali 23 -Phe 1 24-Glni25) 
and 138-149 (Argi3 8 -Proi39-Aspi40-Tyri4i-Leui4 2 -Aspi43-Phei44-Alai45- 
Glui46-Seri47-Glyi48-Glni49), or the topographic region of residues 1-18 
( Val 1 - Arg2-Ser 3 -Ser4-Ser 5 - Arg6-Thr 7 -Pro8-Ser 9 - Asp 1 o-Lys 1 1 -Pro 1 2 - 
Val, 3 -Ala l 4-His,5-Val 1 6-Val 17 -Ala, 8 )and 108-128 (Glyios-Alaw 
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Gluj io-Alai i i-Lysi 12-Proi 13-Trp] 14-Tyn 15-Glui 16-Proi 17-Ilei is-Tyri 19 - 
Leu 1 20-Gly 1 2 1 -Gly 1 22- Val 1 23-Phe 1 24-Gln 1 25-Leu 1 26-Glu 1 27-Ly s 1 28), or the 
topographic region of residues 56-79 (Tyr 5 6-Leu57-Ile58-Tyr 5 9-Ser6o- 
Gln 6 1 - Val62-Leu63-Phe 6 4-Lys 6 5-Gly66-Gln67-Gly68-Cy s 6 9-Pro 7 o-Ser 7 1 - 
Thr72-His 7 3'Val74-Leu75-Leu76-Thr 7 7-His78-Thr79), 1 10-127 (Gluno- 
Alai 1 i-Lysn2-Pron3-Trpi 14-Tyri 15-Glui 16-Proi 17-Ilei 18 -Tyri i9-Leui2o- 
Glyi2rGlyi22-Vali23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyri 41 -Leui42-Aspi43-Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Val 15 o-Tyr]5i-Phei52-Glyi53-Ilei54- 
Ileiss), or the topographic region of residues 1-30 (Vali-Arg2-Ser3- 
Ser4-Ser5- Arg6-Thr 7 -Prog-Ser9- Asp ] o-Lys 1 1 -Pro 1 2-Val 1 3- Ala 1 4-His 1 5- 
Val 1 6-Val 1 7-Alai 8-Asni9-Pro 2 oGln 2 i Ala 2 2-Glu23-Gly24-Gln 2 5-Leu26- 
Gln 2 7-Trp28-Leu29-Asn 3 o), 117-128 (Pron7-Ileii8-Tyrii 9 -Leui2o-Glyi2i- 
Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi28)and 141-153 (Tyr M i- 
Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i- 
Phei52-Glyi53), or the topographic region of residues 22-40 (Ala 2 2- 
Glu23-Gly24-Gln 2 5-Leu26-Gln27-Trp28-Leu29-Asn30-Arg3]-Arg32-Ala 3 3- 
Asn34-Ala35-Leu36-Leu37-Ala38-Asn 3 9-Gly4o) 5 49-97 (Val 4 9-Val 5 o-Pro5i- 
Ser52-Glu53-Gly54-Leu55-Tyr56-Leu57"Ile58-Tyr59-Ser 6 o-Gln6i-Val62- 
Leu63-Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69-Pro70-Ser7i-Thr 7 2-His73- 
Val 7 4-Leu75-Leu76-Thr77-His78-Thr79-Ile 8 o-Ser8i-Arg 8 2-Ile83-Ala84- 
Val85-Ser86-Tyr 8 7-Gln 8 8-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95- 
Ala96-Ile 97 ) 5 1 10-127 (Gluiio-Alaiii-Lys n 2-Proii3-Trpii4-Tyrii5-Glui]6- 
Proii7-Ilen8-Tyri] 9 -Leui20-Glyi2i-Glyi22-Val]23-Phe,24-Glni25-Leui26- 
Glui 27 )and 136-153 (Ilei36-Asni37-Argi38-PrOi39-Aspi4o-Tyri 4 ]-Leui42- 
Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei52- 
Glyi53), or the topographic region of residues 1-20 (Vali-Arg2-Ser3- 
Ser 4 -Ser 5 - Arg6-Thr 7 -Pros-Ser9- Asp 1 o-Lys 1 1 -Pro 1 2- Val ] 3- Ala 14-His 1 5- 
Vali6-Vali 7 -Alai8-Asni9-Pro2o) and 76-90 (Leu76-Thr 7 7-His78-Thr 7 9- 
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Ile8o-Ser8i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln 8 8-Thr89-Lys9o) ) or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu 2 6-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala 3 3-Asn34-Ala35-Leu36- 
Leu37-Ala38-Asn39-Gly 4 o), 69-97 (Cys69-Pro 7 o-Ser7i-Thr 7 2-His73-Val74- 
Leu75-Leu76-Thr 77 -His78-Thr79-Ile80-Ser 8 i-Arg82-ne83-Ala84-Val85- 
Ser86-Tyr 87 -Gln88-Thr89-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 97 ), 1 05-128 (Thrio5-Proio6-Gluio7-Glyio8-Ala 10 9-Gluiio-Alaiii- 
Lysii2-Proii3-Trpii4-Tyrii5-Gluii6-Proii7-Ilen8-Tyrii9-Leui20-Glyi2i- 
Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi2 8 ) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Pro, 3 9-Aspi40-Tyri4i-Leui42-Asp]43-Phei44- 
Alai45-Glui46-Seri47-Glyi 4 8-Glni49-Vali50-Tyri5]-Phei52-Gly 15 3-nei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor. 

Claim 49 (new): A composition according to claim 48, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Val]-Arg2-Ser3-Ser4-Ser5-Arg 6 -Thr 7 -Pro8- 
Ser9-Aspio-Lysn-Proi2-Vali3-Alai4-Hisi5-Vali6-Vali7-Alai8) ? 58-65 
(Ile58-Tyr59-Ser 6 o-Gln6i-Val 6 2-Leu63-Phe64-Lys65) ? 1 15-125 (Tyri 15 - 
Gluii6-Proii7-Ile 1 i8-Tyrii9-Leu] 2 o-Glyi2i-Glyi22-Vali23-Phe 1 24-Glni25) 
and 138-149 (Argi38-Proi3 9 -Aspi40-Tyri4i-Leui42-Aspi43-Phei44-Alai45- 
Glui46-Seri4 7 -Glyi48-Glni49), or the topographic region of residues 1-18 
( Val i - Arg2-Ser3-Ser4-Ser5- Arg 6 -Thr7-Pro8-Ser9- Asp i o-Lys 1 1 -Pro 1 2- 
Vali3-Ala,4-Hisi5-Val| 6 -Val| 7 -Alai 8 ) and 108-128 (Glyi 08 -Alaio9- 
Glui 10-Alai n-Lysi 12-Proi 13-Trpi 14-Tyri 15-Glu] i6-Proj 17-Ilei ig-Tyri )9 - 
Leui20-Glyi2i-Glyi22-Vali23-Phei24-Gln,25-Leui26-Glui 27 -Lys]28), or the 
topographic region of residues 56-79 (Tyr 5 6-Leu5 7 -Ile 5 8-Tyr59-Ser6o- 
Gln6i-Val62-Leu 6 3-Phe64"Lys65-Gly 6 6-Gln 6 7-Gly68-Cys69-Pro7o-Ser7i- 
Thr 7 2-His 7 3-Val 7 4-Leu 7 5-Leu 7 6-Thr 77 -His 7 8-Thr 79 ) > 1 10-127 (Gluno- 
Alaiii-Lysii2-Pro n 3-Trpi]4-Tyrii 5 -Gluii6-Pro n7 -Ileii8-Tyrii9-Leui2o- 
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Glyi2i-Glyi22-Val]23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei36-Asni37-Argi38-Proi39-Aspi40-Tyr 14 rLeui42-Aspi43--Phei44- 
Alai45-Glui46-Seri47-Glyi48-Glni49-Vali50-Tyri5i-Phei52-Glyi53-Hei54- 
Ileiss), or the topographic region of residues 1-20 (Vali-Arg2-Ser 3 - 
Ser 4 -Ser 5 - Arg6-Thr 7 -Pro8-Ser 9 -Aspi o-Ly s j i -Pro 1 2 -Val 1 3 - Ala^-His 1 5- 
Vali6-Vali 7 -Alai8-Asn]9-Pro2o) and 76-90 (Leu76-Thr 7 7-His78-Thr 7 9- 
Ile80-Ser8i-Arg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln88-Thr 8 9-Lys9o) 9 or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu26-Gln27-Trp28-Leu29-Asn30-Arg3i-Arg32-Ala33-Asn 3 4-Ala35-Leu36- 
Leu37-Ala38-Asn 3 9-Gly4o), 69-97 (Cys6 9 -Pro 7 o-Ser7i -Thr 7 2-His73-Val 7 4- 
Leu75-Leu76-Thr77-His78-Thr 7 9-Ile80-Ser 8 i-Arg82-ne83-Ala84-Val85- 
Ser86-Tyr87-Gln88-Thr 8 9-Lys90-Val9i-Asn92-Leu93-Leu94-Ser95-Ala 9 6- 
Itegi), 105-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Gluiio-Alain- 
Lysj 12-Proi n-Trp! 14-Tyri 15-Glui i 6 -Proi 17 -Ilej i 8 -Tyr, i9-Leu] 2 o-Glyi 2 i- 
Glyi22-Vali23-Phei24-Glni25-Leui26-Glui27-Lysi2 8 ) and 135-155 
(Glui35-Ilei36-Asn]37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Ala]45-Glui46-Ser,47-Glyi48"Glni49-Vali50"Tyri5i-Phei52-Giyi53-Hei54- 
Ileiss) is prevented from binding to mature human TNF-a receptor, and 

wherein the antibody inhibits cytotoxicity. 

Claim 50 (new): A composition according to claim 48, 

wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of 1-18 (Vali-Arg2-Ser3-Ser4-Ser5-Arg6-Thr 7 -Pro 8 - 
Ser9-Asp]o-Lysii-Proi2-Val|3-Ala]4-Hisi5-Val] 6 -Vali7-Alai8) 5 58-65 
(Ile58-Tyr59-Ser 6 o-Gln6rVal62-Leu63-Phe64-Lys65), 1 15-125 (Tyr M5 - 
Glun 6 -Proii7-Ileii8-Tyr 1 i 9 -Leui2o-Glyi2i-Glyi22-Vali23-Phei24-Glni25) 
and 138-149 (Argi38-Proi39-Aspi 4 o-Tyri4)-Leui42-Aspi43-Phei44-Alai45- 
Glui46-Seri47-Glyi48-Glni49) 5 or the topographic region of residues 1-18 
(Vali-Arg2-Ser 3 -Ser4-Ser5-Arg 6 -Thr7-Pro8-Ser9-Aspio-Lysii-Proi2- 
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Val,3-Ala,4-Hisi5-Val I6 "Vali7-Alai 8 ) and 108-128 (Glyi 08 -Alaio9- 
Glu] io-Alai i i-Lysi n-Proi n-Trpi 14-Tyn 15-Glui 16-Proj n-Ilem-Tyri 19- 
Leui20-Glyi2i-Glyi22-Val|23-Phei24-Glni25-Leui26-Glui 2 rLysi28) 5 or the 
topographic region of residues 56-79 (Tyr 5 6-Leu57-Ile58-Tyr 5 9-Ser60- 
Gln 6 rVal62-Leu63-Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69-Pro70-Ser 7 r 
Thr 7 2-His73-Val74-Leu75-Leu76-Thr 7 7-His78-Thr79), 1 10-127 (Gluno- 

Alai 1 i-Lysi I2 -Proi 13-TrpiH-Tyr, 15-Glui i6-Pro n7 -Ilei is-Tyri | 9 -Leui2o- 
Glyi2i-Glyi22-Val]23-Phei24-Glni25-Leui26-Glui27) and 135-155 
(Glui35-Ilei 3 6-Asni37-Argi38-Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44- 
Ala]45-Glui46-Ser 1 47-Glyi48-Glni49-Val] 5 o-Tyr 1 5i-Phei52-Glyi53-Ilei54- 
He 155), or the topographic region of residues 1-20 (Vali-Arg 2 -Ser 3 - 
Ser 4 -Ser 5 - Arg 6 -Thr 7 -Pro 8 -Ser9- Asp i o-Ly s 1 1 -Pro 1 2 - Val 1 3- Alai 4 -Hi s 1 5- 
Vali 6 -Vali7-Alai8-Asni9-Pro2o) and 76-90 (Leu 7 6-Thr 7 7-His78-Thr79- 
Ile 8 o-Ser8rArg82-Ile83-Ala84-Val85-Ser86-Tyr87-Gln88-Thr89-Lys9o) 5 or 
the topographic region of residues 22-40 (Ala22-Glu23-Gly24-Gln25- 
Leu26-Gln27-Trp 2 8-Leu29-Asn3o-Arg3i-Arg32-Ala33-Asn34-Ala35-Leu36- 
Leu 3 7-Ala38-Asn39-Gly 4 o) ? 69-97 (Cys69-Pro70-Ser 7 |-Thr 7 2-His73-Val74- 
Leu75-Leu76-Thr77-His78-Thr 7 9-Ile8o-Ser8i-Arg82-Ile83-Ala84-Val85- 
Ser86-Tyr87-Gln 8 8-Thr 8 9-Lys90-Val9]-Asn92-Leu93-Leu94-Ser95-Ala96- 
Ile 97 ) ? 105-128 (Thrio5-Proio6-Gluio7-Glyio8-Alaio9-Glu]io-Ala n r 
Lysii2-Proii3-Trpii4-Tyrii5-Gluii6-Pr0|i7-Ile n 8-Tyrii9-Leu)2o-Glyi2i- 
Glyi22-Vali23-Phei24-Gln]25-Leui26-Glui27-Lysi28) and 135-155 
(Glui35-Ilei36-Asni37-Argi3 8 -Pro 13 9-Aspi40-Tyri4rLeui42-Aspi43-Phei44- 
Alai45"Glui46-Ser 1 47-Glyi48-Gln I4 9-Vali50-Tyri5i-Phei52-Glyi53-Ilei54- 
Ileiss), and 

wherein the antibody inhibits tumor regression. 
Claim 51 (new): A composition according to claim 48, 
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wherein the antibody binds to TNF-a such that the epitope defined by the 
topographic regions of wherein the antibody binds to TNF-a such that 
the epitope defined by the topographic region of residues 1-30 (Valj- 
Arg2-Ser 3 -Ser 4 -Ser 5 - Arg 6 -Thr 7 -Pro 8 -Ser9- Asp 1 0 -Ly s 1 1 -Pro 1 2 - Val 13- 
Alai4-Hisi5-Vali6-Vali7-Alai8-Asni9-Pro2oGln 2 iAla22-Glu23-Gly24- 
Gln25-Leu26-Gln 27 -Trp28-Leu29-Asn 3 o) 5 1 17-128 (Pron7-Ilen8-Tyrn9- 
Leu] 2 o-Glyi2i-Glyi22-Vali23-Phe]24-Glni25ieui26-Glui27-Lysi28) and 
141-153 (Tyri4i-Leu] 4 2-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Vali50-Tyr]5i-Phei52-Glyi53) 5 or the topographic region of 
residues 22-40 (Ala22-Glu23-Gly24-Gln 2 5-Leu26-Gln27-Trp28-Leu29- 
Asn30-Arg 31 -Arg32-Ala33-Asn34-Ala35-Leu36-Leu37-Ala38-Asn39-Gly4o), 
49-97 (Val49-Val5o-Pro5rSer52-Glu53-Gly54-Leu55-Tyr 5 6-Leu57-Ile58- 
Tyr59-Ser 6 o-Gln6i-Val62-Leu63-Phe64-Lys65-Gly66-Gln 6 7-Gly68-Cys69- 
Pro7o-Ser7i-Thr72-His73-Val 7 4-Leu75-Leu76-Thr77-His78-Thr79-ne 8 o- 
Ser 8 1 - Arg 82 -Ile 8 3- Ala 8 4- Val85-Ser 8 6-Tyr 8 7-Gln88-Thr89-Lys9o- Val 9 1 - 
Asn9 2 -Leu93-Leu94-Ser95-Ala96-Ile9 7 ) 5 1 10-127 (Gluno-Alani-Lysm- 
Proi I3 -Trpn4-Tyr 1 15 -Glui 16-Proi 17-Ilei ig-Tyn i9-Leu l2 o-Glyi2i-Glyi22- 
Vali23-Phei24-Glni25-Leui26-Glui27)and 136-153 (Ilei36-Asni37-Argi3 8 - 
Proi39-Aspi40-Tyri4i-Leui42-Aspi43-Phei44-Alai45-Glui46-Seri47-Glyi48- 
Glni49-Vali5o-Tyri5i-Phei 52 -Glyi53) is prevented from binding to 
mature human TNF-a receptor and 

wherein the antibody has no effect on cytotoxicity. 

Claim 52 (new): A composition according to any of claims 48 — 51, wherein the 
antibody is a humanized antibody. 

Claim 53 (new): A composition according to any of claims 48 - 5 1 , wherein the 
antibody is a chimeric antibody. 
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Claim 54 (new): A composition according to any of claims 48 — 51, wherein the 
antibody is a human antibody. 
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